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fflffi 



rta© (a) (g) ©v^tia^ta*©^^-?--^ 

(a) t: k w^Rrf?? b (Du&mmmmm* (ctgf) <zm-rtuc% 

(b) hi h&tfV^^CTGFm^tUC^SJ&tefc^U fio^y hGDC 
• TGFlC^/Sftfc^L^ ; 

TGFlC J K&'ft£^LfcVA ; 

( d ) \L V mm&^ffiM^W&W2£Z-'l (ATCC CRL-1573) ^fchCCTGFi: 

*^tt^M^293-Ti:v^XC35CTGF tCDM-^^ISSt-S ; 
(e) htfliSffi3lMiil£^fflJ£4$NRK-49F (ATCC CRL-1570) , t: h#^ffift 

*«fJiei«cMG-63 (ATCC CRL-1427) Sfctetl h JWffi3fcg£$t^iffllS(Z> V>t*n#* H H t> 
0DCTGF^©^$:l®W-t-<2> ; 

(f ) k: b (DCTGF VX<DCTGF<DfflffilZ£Z>^y bWm&5&$& 

^ $|^NRK-49F (ATCC CRL-1570) ©ifflflSitai&IE^'rS ; 

(g) t: Fn^n y >©fefiR3yj:#e9«lRr€:a%UTv^»«JCfeW«S[fc 

[f»sft®2] =E; j'O-t^M TIB© (a) 73rM (c) ©V^tl** 

(a) t: hOCTGFJtttf©- gp$: V^XlC^LT^^tlS^E 7 
^;Mfift*£ti:-£<Z>-aST&oT, tK ^^T.mS-^v h©CTGF©VN-rtl 

(b) 7">X©CTGF*fettf©- ^Sr/NA^-lC&jgLT^ejnS^y 
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(c) V?Xtf>CTGF£fcte^<D— 80&^y h iC&ig UT#f> ^ ^ ? D 
-^;i/J/ttt gP^ffeoT, UK ^VZsRZf^V htf)CTGF©V^ 

[ff:£^3] *y * n — *-/i/#t##, (a) #S (c) o^Ttifr 

$S : 

(a) t V(DCT GV 1^tc.\t^(D-n^^ ^K^hXmhtl^^ J ^ U- 
U jao t h ^fllS3fei&g#t^SJJ9S$c293-T (ATCC CRL-1573) ilM h©CTGFi: 

(b) T9^©CTGF*fcttfO-||JS:5y htC&ffiLTW&JftS^ * □ 

-t»x^ot, hk v^x^t^^y ^0CTGFOD^^•rtl^c^JM^£;tt$: 

^"L, K-DH hWM^MMm^MM^293-l (ATCC CRL-1573) i:y?X©CTG 

(c) V^xcDCTGF^feii^O—gP^/AA^^-lC^L/T^^tlS^y 

ttfc^U J.Ot: hWB&&1&m#mti&1fa293-T (ATCC CRL-1573) ilV^XfflC 
TGF£©*gr&&|HW'r$ 

[»^^4 ] 8t*E y ? D -j-Jlsffifatf. HI^WfeS#FERM BP-6208T^StI 

$ n s ®&-£iHj^e> M£ $ ti 5 ^ y * n - ± frttfax* % & z. t & mm. hi ~* z> m# 

[if *S 5 ] i=e;^n H^WK##ferm BP-6208-eifcgrj 
6 ] J t n @^Wf£#-f ferm BP-6209-e^SU 
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$ Itt^MlB^ e> $ *i £ ^ y * n - £ H^ic m-o&K 

• [HSIO] (a) ( d ) ©v^*i7WcSE«©ft^£^£ 

t h<Z>CTGFlcSJSft£^-t£t: ^D— ^-W/gttt: » : 

(a) 11 hW8ifi*^#*fflJ^293-T (ATCC CRL-1573) ilthOCTGFi: 

(b) YWSk^mm^UmWmrASSS (ATCC CRL-1570) „ 
5fc*Bfl&#cMG-63 (ATCC CRL-1427) £fc&fc: hMfi^*i#^lfS©VA-rtl*^ tl h 

©ctgf iKDM&zmm-rz ; 

$|^NRK-49F (ATCC CRL-1570) (DUM^M^U^iT ^> ; $.tcte 

h^m^ica^-rs^ ?n-«ftt&s' 



HI 1 3 ] 
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M^CPDNAff, DP-5, DP-38, DP-65&#DP-75fr g> g>Mtf V^tl 

^oatte^-fey^-^ Mcft&^£r 8 TSSft^l 3©^ 

i^fflDNA^, DPK1, DPK9, DPK12&1* DPK24*>> £ ^MlStlS Hftl** 

©a^-fey^> Mcft*-rszih$:#^th-ts0^8^Mm^i 3©^?* 

lifflDNA^, DP-5, DP-38. DP-65&tfDP-75;fr £ £>3gtf*l£ V^tl 
&3-FtSVM©DNA^ DPK1, DPK9, DPK12;&tfDPK24;fr g¥#£>3g 

[»*^i 7] h=z; ?u— f->i<Dmm*smmi&f)\ ria (a) nm. 

(a) m?m-% 6 {csa«$tisr ^ ,/Me#jtf>7^ ^##2 i#mi 2 o# 

(b) ®J#l##6lCfB«S*l£7^ y>MB#Jtf>7^ ^^#-^2 1 7b M 1 2 0# 

(c) SB^JS# 8lCgH*$tlST5 ;iTO7 5 ^##2 1 1 1 8# 

(d) u^-t 8izmmtsti&T$ jwmmoT^ smm^z mmi 1 8# 
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(e) i otcgs«$*i5T^ swrnmors. ;m&-%2 1 Ml 1 6 

(f ) BB#l#-^ 1 0fCSB*£*l5 7^ ;1I5!I07^ Jm.^ 2 1 Ml 1 6 

ngcpy^y&ggffucfcv^ i3gi< aifcjBoy^ ;m&x*. mm. mxm 

(g) m^m^i 2izmmznz>T$ jmrnmom ;m&-%z imi 1 6 

(h> mpm^ i 2(cga«$ti<5T^ jmrnmors. ;m&-%2. 1 mi i 6 
mB<DT$ jmmmK^x. i^L<«ts:M©r^ mm. 

(i) BB#J##1 4 lCSHS$tl-5T^ y^gg^jOT^ ^^##2 lMl 1 7 

( j ) bb^js^-i 4 \zmmztiz>T$ ;mmm<DT$ jm.^2 imi i 7 
#@<z>y^ y^ge#Hc&^T, i;gfL<tt»«©73 smutx*. mm. mx^ 

m&igi 8] h^y ^n-^-;KD^nr^M^^, TIB (a) m 

^ (a) ffl#J##l 6lCfB«£*l£T5 ^^BH^JOT^ y^#^2 lMl 2 0 

(b) BBMs-i- 1 6 izmmzn&T $ j mmm<Dy $ ; m&-% z 1 mi 2 0 
&b<dt $ smmmzts^x. imL<&®;m<DT$ jmitK*. mm. mxm 

(c) m&m^i 8(ciH*sti^r^ ;mmm<DT$ y$##2 imi 2 1 

(d) m^m^ri 8\zmmznz>T$ jmmn<DYKjm^2 imi 2 1 
#B(Z)y^ y^g2^j{c^vNT, i^l<«^modt^ jmitxik. mm. mxm 

(e) fB#l#-^2 0 {CfB^StlST ^ ^BB#J<Z)7^ 7 $##2 3 Ml 1 7 
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10 — 356183 

(f ) m^m^2 o izmmznzTs. jmmwr^ sm&^z 3Mi i i 



(g) sh^j##2 2 izmmzftzTs. jmmwr^ jw&^i 7Mi i i 

(h) sh^'J##2 2izmmznz>r$ jmrnmor^ jwm^i mmi 1 1 

(i) S?!l#f 2 4 iCga^StlST^ y^»J(Z)y^ JW&^Z 37bmi 1 8 
# B <DY ^ 7 MBJ#I ; * felt 

(j) is#i##2 4 izmmt<nz>T$ smmm&y^ jwm^2 3Mi i s 

im$u%2 i] t h&CTGFizfcm&Zimirz*; #n-±;vffifoT°& 

m#i%2 2] t b&cTGFizRj&mzm-tz*; *n-^;vm#-e& 
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- ^ififlt * tt © — 

oT, HI^WIt##FERM BP-6600TfgK»J3tl*»^Jmifi^e>MSn6 J Ey^n 

- -fjvffift n mmmz m-<n&M *M-tz> =e j * o - * r=. m. * 

il^ilrft: i:Sf&fi £ ^ b & v * r t. £ ftU J V u- -f-jvifctfi £ fc ii 

3 0 ] «T3tfH«#3f 2 75M»^^ 7 , flft$£ 2 7 * fc $ 

g f izBLfoQ £ m -t z> lix. 3f * ^ ^ J * U - ^;i/#L#„ 



MiEIUT 11 UUUJUUU 




10—356183 



em© b mug t m%mm a*© un- v^sa & Lt#^ns g&-£; 

D N A tfffiiBft A $ n * 3 £ &C J: »; ^g^il $ ft feJt'fig^JlBil^.lHifiT** & 
[f^|3 6] Mgfe^BS^ SIR«|€#-&FERM BP-6535-ejHBasnSlSfc 



[»*E3 7] HBR*ft#-5FERK BP-6598T?3W50Sft&| 

^iWflaTf*scii:S:4#«i:'t«fl#^3 4 iCfH^OSfe^J^n 

[»#S3 8] ftlfr&lllllBtf. H|g$Wft##FERM BP-6599TrfiS!J£ft£l 



& 5 d £ £ i- s 3 4 icia*©ife^rMo 

[«#«4 0] H|g$Wit#^FERM BP-6208T*ifsSrj£ft£ift 

^MJB&T* & * r £ £ 4$# t £ 3 4 icia^cDife^- 



[ff*3U 1] Mfe-^jlNl&tf, HI^Wf£#-^FERM BP-62097?ra$tl^®6 



[ff:£^4 2] §^1MM3 1 (D^-ffrfrlzmm®^ J ?u—t- 
;-4-4-]- ^igttiStttf— 7 ^l^<-li-^-> ti-r- 
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-7 4 -,!i7MD?b^7>f -ic,mv^n£*^tefi#T*&5r£:£# 
[ft^4 5] 1 #Mflf#ag 3 l am-ftDfricfa*©^ 

[If #31 4 6] 8!*ftfttf. BilL m^6«S, 

[ff#^4 7] «#^l^rM»#^3 l©V>i 2 tl*^C|H^© ; E^^D-^ 

Mi:tSfM4 7K:ffi«©«IL»*©CTGF©ttffi*fcttjeSK:«v^e>ti 
If #^4 2^u<tt»#^4 3 K:iB«©ffi#H£ffc**ttfflfl^ &tH» 

#«4 5mv<izm&m4 6Kum<Dnmtfc{*frbte&mfr*&&t*>&&&< £ 

[f#)|5 0] <J>fc<fc%TIB (a) (b) G>3M1fSti4I*J TV 

■fe>f JCJ:»J«?Li&W©CTGF&|ftm*fettS*'^*lff#^4 9 K:ffi«©*Ss : 
(a) »#^4 2*fett3f#^4 3^ffi«©*ft#IB3eft^*tta#^ 

fcjKJS-frb&SXjfi ; Sit? 




10-356183 
5 1] < £ %TIB ( a ) RXf ( b ) ©Xg&^tf-f Ujy*j 



( b ) ftttimfttt £ * ft s ti??u&ft<z> ctgf^ cdm-S- iz&vm 

[§^5 2] 4>fc<fc$>T3B (a) ©XSSr^tf-f AyTyfe>f JCJ:*; 
m%M®<D C T G F Srtftffi* felijea-T *»^4 9 lC|B*tf>#& : 

(a) flff:&£4 2^L<tt»#^4 3 lcSB*0^#0^ft*^ft*I#, St$ 

[IM5 3] 4>fc<fc*>TSi (a) ©XS&*tf>f Ayrv-fe>fK:j:y 
HtSJ»*©C T G F fc^mi; feli^*i-S«#^4 9 KUM^m : 

(a) 3f$£4 2 4 3JCS3«©ffi#|il£ft*»ttjS#K:, «W 

e>trii^ £ sSttftft-eMR a ft fenf fLifr#?0> ctgf ©«*MMt & 

L&SXjgo 

[fM5 4] 4>fc<i:%Tffi (a) (b) ®Igm>fA;7y 

•fe>ricj: yma J tt<ft©cTGFS:ttffi*fett)eji-rai»*^4 9 K.mm<o^m : 

&%fce>t3i:^t^s MMM-ema nr^m%mm<D ctgf0I 
m%@£<z>*i-&%ic, 1 ttsst*^ 3 1 <D^-ftifrizmm<D=e; vu-± 

( b ) SKftfttp K ^ £ ft £ HfJLttto© CTGFfK tt&BItt $ ft ti? 9Lft 
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P 



[»#3S5 5] 'p&< t^rm (a) (c) ©xg&^tf-f a/t^ 
(a) sftfttc, 1 3 i<pv*-fftfrtcffi«g)*e7 9u-±)v 

(b) (a) ©XgS:fjofcSl»*K:, fcfcMffiaftflilKJS"*-* £ 

£ ic j: »; &m?rfg& > & * e> -r zl t. #-c tsgiMt-sistifcsiL 

liOC T G F OMISSJiSt bfeSII ; 

( c ) mun * ic ^ * *i & $&ili&#> ocTGFiK tt&Kgg $ ft fc m 

#&^^**lSAa&W©CTGF©4)-»*fett»5glCfflV^e>ftS^ry ho 

5 7 ] 8f$£4 2 * t=.&m&m4 4 KllB«CDgii*:HSib^*ttfi 

ftfflCTGF fettWK-T S^ffi. 

[ft 5 8] ?n?hy77-f-^77-f-T'f-A7A 
^ ^nyh^7 7>f-tfesi#a5 7lCga«©tffi|Li&^(Z)CTGF©»Sg^So 
[»#3g5 9] tb©CTGFfe3-Kt*DNA^, ft#f£itte^MlC 
IB*»*ftTV*<5;ifc«:4#ffcfc^-S h^^^^ai — y * V^X„ 

[»#3S6 0] BB^J##2KlfiaifiSftSr$ yttBBW*fett*T$ 

wi:iiK»jcHr-©r $ yafcBa^i&^-rs^y hoc t g f„ 

[if #^6 i] S2#i##2 Kiassft^rs jmmwtm-t&^v n©c 

TGF&3- KtfiDNA. 

[»#«6 2] DNA^, S^JS-^lJCBHIRSftSSISBBja*©***^ 
21373rSl256jfc<Z)«[3IBBW€:^tfi4:&4*l8i:-rS»*«6 1 lCfB«tf>DNA 0 

[8»*£6 3] 2 73rMtt#£ 3 1 © ^"Tft^KlflB*©^ y 9 U - + 



1 1 



ffifflE4§¥ 11-3009560 




#5£ 10 — 356183 



m&Jg. 6 8 ] ftffljg<Z)*&filtf. Jfi. ^3P. flfu 'bB& ffFHU PMU li 

, w, #pm. tirsijB, pie, 

6 6 * fcttSf*g 6 7 K&maUWffil&QS. 
tt5§M6 8£3B4£<Z)£IftlfiJft4fe. 

6 7icga4£(zmi£IBJ&fe. 
iftt'«)5ii:?:Mi:t5i^7 l {caa4fi©EailB^. 

i:t5i#^7 2lcga4B<z>Eg&ffiJ&%. 

[M7 4] CTGF|fifF*g*fettCTGFM^iasm, MtflcH^lft 
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m#T% 7 7 1 mmmmK m&m 1 4 #Mft lsst &ff#^ 2 s 

[»##8 1] flfi^, ^*^9 75M»^3 1 <D^-ftlfrizmm<D 
[0 0 0 1] 

*&mi*. m^mmO^mmmmm^' (Connective Tissue Growth Factor 

, ctgf) izfcfc&ZH-rz^s *n--*-/i/ffi#3gb 

I I QMTfT ' ' ~ ' 
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7 7hCDCTGF/K'J^^f F, 5*;bOCTGFS3-Kt*DN 
[0 0 0 2] 

[t£3fcg>affi] : 



l^^cJ:s^ffl©^ffl^«^lllllfi^»sv^^ijm^|«olft*, jiif^o^Tc, afctf 

h^yxyyt — S.yy^Mffi^-P (Transforming Growth Factor /S (TGF-/3)) 

TbvftfcJ ©MSB H-7- £ b T « < 3 £ tfim £ #^ ft o T £ T v ^ £ 0 

M©it5a«JM^^T^ < , *§^a«R«Ma*» e>©*116^ h U V V * (Extracel 
lular Matrix (ECM) ) <DM£.&mffi-* S^fg&^-TS ' HtfftbHT = 
[0 0 0 3] 

buibtg f - p -zmfflvmmmmtf& ^tn>vsmmma>mm±mK^x 

lfil/>3&fi3fc*f5iiH-? (Platelet-derived Growth Factor (PDGF) ) ^tg^&lttJEft 
SH^f" (Connective Tissue Growth Factor (CTGF) ; H c s 2 4 (DM 

£.(Dmtiutfmmzftz>z.nfrib. tgf- eiz&zmmmmmmffi&iz. 

[0 0 0 4] 

CTGFlCoVMTli. li h&t*V?;*<Z)CTGF#g£lC|^)£$*lT£U (&£ 
, 5*; b<Z)CTGF©^lCOVNTli, *£fae>«#S*lTV^^. ) . ^tl^j 
©^a^^t>^^^tt^©«?«f^^i^^)e>tlT^TV^S ( [thCTGF] 
J. Cell Biology, Vol.114, No. 6, p. 1285-1294, 1991; Int. J. Biochem. Cell 

Biol., Vol.29, No.l, p. 153-161, 1997 ; Circulation, Vol.95, No. 4, p. 831- 
839, 1997; Cell Growth Differ . , Vol.7, No. 4, p. 469-480, 1996 ; J. Invest. 

Dermatol., Vol.106, No. 4, p. 729-733, 1996 ; J. Invest. Dermatol., Vol.10 
5, No. 2, p. 280-284, 1995 ; J. Invest. Dermatol., Vol.105, No.l, p. 128-132 
, 1995 ; ^H|gl#frm0^^WO96/38172^# o [V^XCTGF (Fis P 12) 
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] #^¥5-255397-5§-£^ Cell Growth Differ., Vol.2, No. 5, p. 225-233, 199 
1 ; FEBS Letters, Vol.327, No. 2, p. 125-130, 1993 ; &tfDNA Cell Biol., Vol 
.10, No. 4, p. 293-300, 1991) „ 
[0 0 0 5] 

*lTV^ 0 CTGFIt TGF- eiZ&2>m£.nm$:&VZ>&. PDGFfift 

s tis n o p d g f nm®<Ditm*mir2> y ^ j mmFmm&u& 

• H/u¥mZte\i^±<mteZ>ft'¥-~£2bZ> (The Journal of Cell Biology, Vol.114 
, No. 6, p. 1287-1294, 1991&tf Molecular Biology of the Cell, Vol.4, p. 637 
-645, 1993) „ 

*©^**#a&3K#lCH:, 3 8 kDa®CTGF0^j||ji:^f,ti54i|^ 
WtCiSffifca^AJfol OMl 2 kD a(D<g#^»CTGF#|fg^£;flTV^ ( 
Growth Factors, Vol.15, No. 3, p. 199-213, 1998 ; J. Biol. Chea. , Vol.272, 
No. 32, p. 20275-20282, 1997) 0 
[0 0 0 6] 

^ c t g f <D$Lm^mmmjk-&m& t <Dm&mz-D^T<Dmm\ttiz%±\z w <=> 

#©^^.t5|HSaCfe^€>CTGFC[)mRNA0D^^^^3g (Int. J. Biochea. 

Cell. Biol., Vol.29, No.l, p. 153-161, 1997 ; Circulation, Vol.95, No. 4, 
P. 831-839, 1997 ; J. Invest. Dermatol., Vol.106, No. 4, p. 729-733, 1996 ; J 
. Invest. Dermatol., Vol.105, No. 2, p. 128-132, 1995 ; J. Cell Physiol., V 
ol,165, No. 3, p. 556-565, 1995&tfKidney Int., Vol.48, No. 2, p. 5001-5009, 

1995& if) , m.mzcTGF<DitmftfefflM<D&7£RzFmm<Dmmizm-tz>%a 

% (J. Cell. Biol., Vol.114, No. 6, p. 1285-1294, 1991 ; Exp. Cell Res., Vo 
1.233, p. 63-77, 1997 ; #£fS$m^I&. §3 8t, ifffj, 0463K> PD0187 
„ 1996^:^6 9 ®H#£ffc^#ll©, 3I683K. 1P0535, 1996&£f) ^e>. 
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[0 0 0 7] 

e>&v>#, ctgfh ^> »jnaaffc£* j&mmB ($!*.#> % 

Thtr-, >rn-f K) . W^S> WSfiife («*.fcJU ttteWttU*^) . 

&m»m& mmmt. bfsse, mm&k, >ru4 h\ w»*nfc» 
ic m & -t z> <d t* & & v n & t mm 3 ti s . 

[0 0 0 8] 

Sistciit5<^js^«r3w^*s. ^#»Jctt. 7WA;r^>f (ria) 

&£^&x:/1f-f A-f T^-fe^f (EI A, ELISA) f0>fA;7ft^ 
[0 0 0 9] 

; * u — rfrifLfo(Dttm> ^MSt^s. b^b&#e>> ctgfic^-ts 

^{COVxTli, t^^:l^il^f(7)^^COV^T©^»feS ; fe©© (Exp. Cell Res., 
Vol.233, p. 63-77, 1997; Cell Growth Differ., Vol.8, No.l, p. 61-68, 1997 
; &tfl£6 9 MB f!683K> 1P0534, 1996) , 

t»Jt)»CTGF tc#f 6 WV^fttt&tF/* fcttC T G F© *S43i$:# f& 

-r s tg^j & m -r & «8t&i$ * '=e >> * n — c o v % t iz^izm& s tit e> -r 
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o & C T G F g)^tc^B-t^>#a^mg)^g:^^ fett^ Eft tc&rt 

[0 0 10] 
[2&t8#«?& L <fc -5 £; -T S^S] 

# -r^CTGF^^^atg^MCTGF^^a^m^CDS^SI^©^^ M 

tncc t g f Kmm?zmB<Dm'm%.zf^miz&vf &mm&G>mwn&&t. utt 
rfc t g f £&mi£B£<Dm&<Dmmizis v^T&Kfc#«T?&« c t g f a 

^>mM©afOtt> CTGF©^^^tt$:cfifD-rS|g^ fcfcMl* © 

!«?Li&^fC*f-r-2>mM©^5C J KtS:'S (cross reactivity) ^m^t J V U-± 

[0 0 11] 
(ll^MtSfeit)©^] 

lCE&5fet-SCTGF&&&M£bT#V^;i:£K:<fc*K mK#JM4, £i£&ft4£ 
%Wj^i(0 c T G F ic*f-r 51^ ©^E y * n —j-jvtfttit Zftm-fz ~ £ h t=. 
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T.Vzl — vV^V^*^ hOCTGFTMtS-tCkoT, hCTGFlC 

3?bfc. 

[0 0 12] 

tji©CTGF5:, >f > 3f ^ h tltffif *^lilt^l 1 1 6 1 i: 

m & metric it* $ -£3 =fo © & s . 

[0 0 13] 

[0 0 14] 
^ffii: bTH&T^JBT'&S., 
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^S^C|imLTV^S^(3D^?g*^C#^eEt-'5CTGF$:, >f>#*h (intact) 
[0 0 15] 

(1) TI2© (a) (g) <^^7WcSE^OttM£^i-&ri:£#$t 

(a) tk -r*?*%xt?v hom&mmmmm* cctgf) o^-fti 
# (b) \l h&tfv?x©cTGF<m^;mc%Mj&i£$:^u .Eo^^h 

(c) h<Z)CTGFm^*UC £;£U 
CDCTGFlC^jStt^L^ ; 

(d) t hWl^a5fe^*t^*|II^293-T (ATCC CRL-1573) £Hh<Z)CTG 
F£©*g£\ ^fe«^$ffl|g^293-Ti:V^X(Z)CTGF^©^$:|JaWi-S ; 

(e) b^ffi*^#*fflflS^NRK-49F (ATCC CRL-1570) . M 
fiffi3feilWfl£^MG-63 (ATCC CRL-1427) * fcteH h JftfE&5fcg|*l#*fflflS<Z>V 1 >i s tlJ^fc 
H h£>CTGF £lfi«t-<5 ; 

^ (f) b: Y<DCTGFtzt=.\^V*<DCTGF<nnmz&Z> : 5v hWl^fi 

^^NRK-49F (ATCC CRL-1570) 6D*HB&if*i£lfiW'3- £ ; 

(g) t F□sy^y^u>©^^±#«^Ml&IS:^bTv^s I gl^^cfe^•j•s 

(2) VU-±)]sin.ifrt>\ TIE© (a) 73rM (c) CD VN-Ttl^lCfB^© 

(a) H hCOCTGF^fcli^OO-glSSrV^XlC^LT^ejtlS^y ^ 

(b) ^?*C9CTGF£fcte^-CD— S$:AAX^-JC^,^LT#e>tl<5 
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(c) V^X(DCTGF*feli^©-^SS:^y hlZft&VTmbtlZ^ J 

(3) >7U—}-)\sififct>K TIB© (a) (c) <DV>T*lfrlC§B^<D 

# n— r;vffcfa~e3b^T. nh> -^^^ms-^v >©ctgf0>v^*uc 

hWfllfi5f5^^ll^«IIISI*293-T (ATCC CRL-1573) £fcS©CTG 

(b) V?X(Z)CTGFS;fcki:-?-<Z)-g|S£^y MC&£g LT# £*l<5 ^ 7 

4££;fU jaon hWfliS^M^MiS^293-T (ATCC CRL-1573) £v?x©c 
TGFt©igt5:im ; 

(c) y?X0CTGFtfe(if0- 8P£^AX#-lC:&3gl,T#£>*l£ 
^7 ?n-t«T'feot, th, V^^^tF^y b (DC T G F (D V^TtUC^ 

^ £/&1££;tU Sot hWliiS^ilMi^«293-T (ATCC CRL-1573) tV^X 
<D C T G F £ <Dffi& & RfiW-T 5 

( 4 ) f^;^n H^wt£#-^FERM BP-6208-e»jW'S h&m 

( 6 > m*;?u -i-nffifatf. sriei«fe#-9FERN BP-6209T*^gti$ 



2 o 
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( 7 ) f^;^ n —f-frmftifi. HBS*ffi##FERM BP-6209T*mS'J$ 

(9) tK;^n-t«)i)\ n hcDCTGFic^^ttSr^-tS^y ^ 

(10) TIE© (a) #M (d) <^>v^i s 4^*^icfa«(^)^£®$:^^§t h<DC 

(a) t hW»a*»iHl^jWilSI*293-T (ATCC CRL-1573) fcthOCTG 

(b) h »W**»*^JWJIS«gNRK-49F (ATCC CRL-1570) „ thW 

(ATCC CRL-1427) * fcttfc hMfi^il^lfflJ®© V^*l^£ 
t 1><Z)CTGF 3 ; 

(c) t. bODCTGF^^ttV?X(Z)CTGF(Z)flI85[{Ci:§^^ hWBift 
_ 3feBgH^NRK-49F (ATCC CRL-1570) MJflgif5fi£IM : -rS ; 

(d) ti Kns/^n u >(Z)^^Jl#^M^nI$:^bTv^eWBil^c^3^€> 

(id nh^^n-t^fttf, n hm^$:S^-rsig^$:^i-s 

^•rsMta (8) BMfuIE (10) <Z>v^*i*^cf2«tf>b: 9u--}-)VifL{b 
n - -t-frtiifo * 



iUaL'HJP-1 1"AUUUSIU 
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StalS (8) TSMiuSB (12) <Z)VN-r*i2HciBffitf>fc 

NA^, DP-5, DP-38, DP-65&tfDP-75;fr £ bMlttlZ V>1* tl7^0>3tte 
^iz^*>Mcfc5fc^£;i££#$th-r£itriB (8) T^faia (l 3) ©v^;ft 

(15) m*. b^s ^u-i-jvmi^(D^m^m^^- Ktsvt^®D 

NA^ DPK1, DPK9, DPK12 J R.tKDPK24^ £ ^Sgtftl-S V^ft;fr©3t&^ 

i2^*>Hcft3fc^£3££#$ti:-r6fufa (8) #MfrjSB (13) tfm-ftifr 

(16) It h^ey ?0-t«©li^Ii5:3 - KtSVl^OD 
NA#, DP-5. DP-38, DP-655:t>*DP-75^ ^^^tlS V^*l}^tf>ifr£ 

hce&sku K^mh: b=^j ^u—rjvtfL^^m^imm^n- k 

•TSVM^tODNAtf, DPK1, DPK9, dPK12&XfDPK24frb&Z>m&*>Mi£ftZ>^ 

-rti^OJte^-fe^^> hlcfi5fei-szii:5:#Mi:-reB&i3 (8) Tb^mm (l 

d7) it: i>^y * u-±j\/(Dmm^smmm^ rm u> tjtm ( j ) <d 

(a) ®J^J##6lC|a«$tl-g>r^y^@H^J<3DT^ ^^##2 1 2 

(b) @H^J#^6lCiE«$tlSr^7^SB^J©T^y^##2 1 #M 1 2 

(c) @H^J§-^8lcSS^$4xST^y^K>?U©T^y^#-^2 17&M1 1 

(d) mFm^8izmmzti2>T$ Jwmm&T^ jmm^z imi i 
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(e) BJ#I##1 (MCiB«£*l£7^ ygE@2#J©7* J 2 lMl 

(f ) gyj##i o izmmztizr $ jmmnor^ yia##2 1 mi 

1 6n=Btf>7^ y$sE#uc£v^ i^L<i±tscM©r^ jmtmik. mm. m 

(g) B2#I##1 2&C|B«3*i5 7^ y^@B^J©T^ y^S#2 1 Ml 

(h) HJ#J##1 2lCfB^£*l&7^ y^SB^JODT^ 7^##2 1M1 

• 1 6#s<z)T^y^sB^j{cfev>T. i^L<«ts:M©T^>'^^^, mm. n 

(i) bj3W§i 4 jcsasstisrs ;i&Bi#[©Ts y^##2 imi 

(18) h^;^ n-t;i/®^iBltf» TIB (a) M (j) © 

(a) BH#I#-S§-1 6lC|B«£*l£7^ y$BB#l©7^ >^^##2 1 Ml 

2 o#g©r$>>»IBaf ; 

(b) ®2#J##1 6tCsS«3*l5 7^ ^M^JCDT^ ^^##2 1M1 
2 0#g©7^ yg*ffl#JtCfcV*T, 13&0<ttR«©7S SSI. # 

(c) gg^js-^i z\zumzihz>r j mmmnr ^##2 imi 

2 l#B©7^y&gB#I; 

(d) bb#j#-si 8icfa«£*i&7$ y$gg#i©7$ y^##2 lMl 
2 i#@<z)7s yMawcfcv^ i^L<iiutM©7^ jmtfx*. mm. m 



nrttT Hi oouuuuu 
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(e) w&mtt2 0K&mtsti&T$;mmm<DT$ ;ts^2 3Mi 
i 7#B©7^ jwmm ; 

(f ) bb^i##2 otciB«s*i«T$ ya*BBW©r^ y»#*2 3bmi 

i 7#B<pr3yMtfflflUcfcv^. l agi <: tt«fffg)y g mm. jf 

(g) bb#i#«2 2jcffi«s*i*r$ yaisj^i©r^ 7bsi 

(h) -iB^#^2 2tciB«stisr$ y»BB^©r^ jwm^i 7Mi 

(i) @2^J##2 4lC|H^$tlST^y^f2^jOT^7M##2 3 73rM 1 

i 8#g©r^y^iH?!itcfcvNT, i«u<tt»«(or$y»*i«^^ Sift. # 
l < in $ n r s y s*5!£f. 

(19) n h ©c t g f icHM^tt5=E ; ^ n - t;i/Mt'$.o m 

^ (20) fc h^CTGFfCMJCStt^^-TS^y ^D-«^ot, ffl 

(2 1) thOCTGFtfijStt^tfi^y^n-t^fttftot, a 
$SWf£##FERM BP-6598^8»aaStl*»'&IIIJfi^e>jg^Stl<B i Ey ^D-^-;i/m 

(22) fc KBCTGFJCjRjCStt&^tS^y ^D-t^ftTfeot, IS 
I^Wf£#-^FERM BP^598^«J9rjStiSHI-&«IJ»^e)jg*Sti« a Ey ^U-^JVtn. 

(2 3) bbCCTGFCS^tt^ftS^y^n-t^T'feot, HI 

^i€##ferm BP-6599-e»jMsn*i»'&jWje^e>j£^s4x* i Ey tu-i-jvm 
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(2 4) M hnCTGFKfcfo&Z^-tZ^S ^n-t«tfeot, ffl 
(2 5) k h O C T G F tfiJStt&tt * € ^ f n - t^ftt* o T, H 
(2 6) t hCDCTGFJCS/Stt&^i-*^^ ?D-tA/«t#Tf»oT, ffl 
(2 7) b: hCQCTGFlCSJ^tt^^-rS^y * O -^/I/Jftfr* 

ic^ffo-ttSr^-rsBtftH (i 7) ^b<«tafa (i s) icgmsan^-fftfr©^* 

$t£-f£iufB (2 7) icgE^©^ ^n-^Wfifl^fcte^©-^.. 
^ (2 9) ^yhfflCTGFjcsiStt^ft^^^^n-t^tfcft-e© 

(3 o) «r3EiB«#i&» (2) ^Mitfie (7) , tufa (2 7) $.fcimm ( 
29) ©v^ftTwefB*^; ^a-^*t«tfi*©BraEis«-e*y» frojem 

(3D 3finrsEffi«©*»tt^ftifi«©-aj*fcr4^»* ? i9aB (2) #Mf& 
is (7) , taiB (27) ^fc^tffiB (29) (D^-tnfrizmmv^ J 



10-356183 
(3 2) mM (1) TfrMfSfB (2 9) (D^-ftl-frfc^&Mft^J 

— es-si — mm (30) zt - izmm (3D tcaajBepfflfe*.^ »a — *-;i'#t 

b mm t. a ^ x n - t msa z & @fe^r b t # e> ti s m&m mx* & & z. 
nzmmt-t&mm (32) izmmoMi®* 

(3 5) MHfl&#, «?;^n-t^#Ol«S:3-Kt6DNAfb< 

nt-t&mm (32) ^fctetfisa (33) icmmam^, 

(3 6) Sett-^IHie^. HBR#K#-^FERM BP-^535-e»Bfl2*l*»-&«llB*C 

S>S3i:$:#^i[i:-r-5ttfl3 (3 4) lC|B«©ife^llS. 

(3 7) mffliiSfflmtf* SBR«fK##FERM BP-6598T*«»OS*lSI»^0IS^ 

&£3££#®:£:-r<5BtfS2 (3 4) lc|B«©i6^J9Mo 

(3 8) Kfift-&lll!liBtf« IS^K#-^FERM BP-6599T*MlIStlSife^MBST* 

$>S3i:$:#^i:-rstuSH (3 4) lcga«tf>i&-£r*Hfl&. 

1-3 tufa (3 4) icfE«©S&£-»BSo 
%>z>zl tzmmt-r&mm (34) izmmoym^mmo 

(4 1) ti^H^A^ BaBR*tt##FERM BP-6209-e«»!lS*l«tt'&*HJia*e 

&5;i£S:#®:i:1-£l«fB (3 4) lcffl«tf>gS(lirMo 

(42) ffrfB (i) BMltfiB (3i) ©v^ftfriciaStf)^ ?a-^;W5t 

(4 3) «IMf, tT-X, tf?-;K 7 

■r*fiflB (4 2) Kiffi<R©«t#H)tfl:^«Sttfi*. 
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mm (42) »cffi*©8fc#iaj£fl;**ttja#„ 

( 4 5 ) mm, (i) Tfr^ aF, on m^-ftL frtctjBSro ^/^n — m m 

(4 6) umwwtiK mm. &ytmm. r\zvy 

, *fettJfe»ttRIfi#T?*Sii:€:4#ai:-rsS&SB (4 5) IcflB«cz>ff9K$itt. 
(4 7) ifrsa (i) BMiuiB (3 1) ©v^ftfrtcfB^©^; ^n-^m 
• tt> itrfB (4 2) ^L<ttifflB (4 3) Jc3B«©tft#@£ft*Sttia#. &tft« 
SE (4 5) ^L<«lafH (4 6) K:ffi«©*»Si:#^&<fe*fP^&a«ti*^3& 

*i<5 3f»y ho 

(4 8) S&ffi (4 2) 3gL<te§ugB (4 3) tCfB«©«i#H^fl:^*ttfi#: 
. IkTfmm (4 5) ^LOitfrSB (4 6) tcSB«©«»fit#&^T*J!fc*ii:«: 

#^i:i-<&B&ia (4 7) ^CBH^©Ptal&^©cTGF©^m*fe^i^*^cffiv^^ 

0 (4 9) MSB (1) #MfafB (3 1) (D^-flMMzmMO)^ J 9U— rjvtn, 

BtflB (4 2) 3gb<ttfafB (4 3) JCffi«©»t#:HSft^*ttfifl:, &tftu 
IS (4 5) ^L<tt|ffHH (4 6) izmm&mmifcfcfrb&ZmfrbmiXftZ'J?* 

ffi#fcffiV*$£fc«:#ISi:r*>f Ay 7y -fe>f JCJ: U«ILi«©CTGFS:M 

(5 0) 4>&<£=fcT1B (a) fctf (b) ©Xgfc^iMAy7y1z>f tc«fc 
y#?L»ft©CTGFS:ttm*fett3t*-r«|tr» (4 9) 

(a) UrgB (4 2) £fctetffi2 (4 3) fcfB*©ffi#H£ffc**ttfi#tC 

( b ) «*L#|gj£ft:**f5HH# t. K«»*lc** ti* Ht JL»«© CTGF 
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fc®«#fc*y^J*3ft*ffilKffitttt£tt^ tm (4 5) *fettlfflB (4 6) 
(5 1) 5J>fc<fcfcTS3 (a) (b) 0)XM*^tm*JTvm\Z£. 

» ;igjLa»ftg)CTGFfettmgifettfca-r&i&fla ( 4 9) t c iB^ff)^^: 

(a) tffia (45) *fei±«ria (4 6) jcfB«©*»ffi#fc* itw&iRis 

( b ) &«8K£itt £ 3*» * K * * tl & W 9Lfi»& © C T G F £ © IC <fc »J 

^«sns^RSi#*^c, luia (4 2) (4 3) icia^^H 

(52) *J>fc< £*>TIB (a) ©XS«:-£tK A/ Ty*4 K<fc UttSMfrtt 
©CTGF£&mi;fcte5£* , 3"£BaiB (4 9) IC|B«©^ : 

(a) f&IB (4 2) ^L<«tafa (4 3) lcgE^©*a#0^fc^£ttffi# 
, IMS (4 5) ^L<l«ffi (4 6) KCttOffftffifc fttrt*»fc*Mte*f 

£M/S-frb#)5X3§„ 

(53) 4>&< i^TiE (a) n^&^iuA hs}Yv^4\z&vm%Mm 

CDCTGFS:^ffi^fcli^a-rSS5fS (4 9) ICSB«©#?£ : 

(a) luia (4 2) £kliffj12 (4 3) jcffi«©#t#HJ£fli*aM£ffl#K: 

€:=bfce>-rri:^^6 *»m& « s n m%W}Wa> ctgf ® «m«9t & 

(54) 'pte<£&Tm (a) (b) ©IgS^A; Tyiz>f KlJ: 
»;ni?Ll&#l©CTGFS:^ffi*feli^*i-et&Sa (4 9) 

(a) tfetft#»T**fettffi©*K^SiiBi"$*'fc^*yftffi'^« 

Iffffi (1) BMf&iB (3 1) © v*T*i;WcaBtf ^ * 
( b ) Ifcfttt * C « ti 6 «*L»* © C T G F «r L < ttttMR S ti fc 
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(5 5) 'pte< hfeTIB (a) 7>M (c) <D^M A 7 T V "feW IC «fc 

»;nf^i&#ICDCTGF$:^m*feli^*-r^ltflH (4 9) ICSS^©^ : 

nflBuc. tfrffi (i) B^HfrfR (3D <b^-?frmzmm<D*j vu 

(b) (a) ©xe&ffofcH/i&J&tc, #3fi^*fettfi&©^Ki:M^-rs 
r £ tc J; y EiaMfgfc *✓ *» e> -T £ £ 5«S*4WR-e««3 tifcHt 

( c ) * * tl S WILlfr © CTGF^K ttMSK S tl W JL 

(5 6) b&IH (4 2) ££tti«SB (4 4) Kl|a«©tfif*HJ£'ft*SttiH#& 
(5 7) falH (4 2) *fettf9IB (4 4) fcffi«©«itf;Hj£fl:**ttfi#«: 

C T G F fett»3H"r 6*Ss. 

(5 8) 77^ ^D?b^77>f-^r7'f-f'f-*7^i'a?f 

2*^:7^ -T*& Serf gB (5 7) jCffi«©Hl?L»*©CTGF 

(59) Hh©CTGFl:3-KtSDNAA\ llCl^ji t 

(6 0) KJ9##2JCffi*Sti*T^ yKBB^a*fctt«T^ 7BWBWi:im 
WJCRI— ©7^ ;»BJ!I*ft*5y h©CTGF 0 

(6 1) K?5##2JCflB*3*i5ys JWMn^M't^'yv h©CTGF$: 
n- KfSDNA. 

(6 2) DNA#, IB5a##l»c8a«S*lS*i6iB^J*©«ll6##2137JrSl 
256&©&^BJ^J£^fr3t£#3££i-&itfga (6 1) JC|Btf©DNA. 
(6 3) fiflH (2) #MfuiB (3 1) ©V^ft^JCffi*®^ «/ * n 
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(6 4) mm o) nmmm (is) ^t^itrnm (2 8) <D^?tifrizmm 
snsth^y^n - l < RTtnmmzwt&znmzm 

(6 5) mm (14) Tbmmm (is) £fctti&ga (2 8) co^mmzm 

(6 6) mmmm^i>\ cTGFommz^^^m-t^m^^m-t zmm 
<DmM*nm?zt~&izm\,^tiz>z.£*:!ftWLii-t2>Mm (6 3) nmmm (6 

5) <DV>-rtl*HCgB«©^^% 0 
# (6 7) IIMtt^ CTGF(D0MiC J: U ^5@1-£fg;fr IffiflS 

©i§5l$:#e)^mS:?&)Ei*fei±^B&-t^fe«)©B&ia (6 3) #Sfaia (6 5) (D 

v ^ -r iz mmommmf&m. 

(68) ^MjBg<z)ii5i*\ bk, m®. w. &m. Btm. mm. mm. * 
^, /Mi, #m, iastjuL &m. &r>* 

IE (6 6) Sfcfc&fffSB (6 7) lCflB«tfm^Sj»„ 

(6 9) mmm&. m. mm. mm. jfcttMt^sitMttsi 
fa (6 8) izmm<z>mmMj&m* 
q (70) mmmt>\ mmx^^zn^wm-t^mm (6 9) icss^ggg 

(7i) mm&tt. zbizmm<nmmttzftt>m&r*&z>z.}iz!®WLii-?z> 

mm (6 7) lcfB«©^M^c 

srh$:#^:i:-rsttfia (7 d izmmommm&tmo 
ia (72). \zmm<Dm.mmwLm. 



ffiIE#¥ i 1-3009560 



#5£ 10 — 356183 

(75) mmmm-tf. ciG¥\zKm^m-t^^j ^u-±)^^^>^> 
3££4f®[i:-f stuiE (74) \zmm<bmmi&&® 0 
(7 6) mmmt>K ttria (9) nmmm (3 n <D^?tifr\zmm<D*j 

*7U-TJVffifa"e2bZ>Z.)l*&m£-t2>mm (7 4) KZgB«<P| 



(77) mmmffl&> mm a 4) ^mbuib (1 8) ^fc&tfma (28) <z> 

^•ftifrizmm&t h^J ^n-t;i/»^5 3 ££4#3&£i-.5fuiB (7 6) 

(7 8) mmmt>\ mmcDmm^n^o^Bx^^^t^WLt^^mm ( 

7 4) 73rSBafH (7 7) <m^*l^CiE*©ElgiffiJ&%o 

(79) cTGF<Dmmz&*)igm-tz>ffitjzm-?2>ffim<z>cTGF<Dmm 
(so cTGFtc^tt^^-rs^y ^n-«M5^ 

££#$[£-rSiiagB (7 9) lcSH*©E^^o 

(si) gtifissntf, ttfia (9) ^Mgtfia (3D (D^-mimzmmn^j 
?u— rjvffi#ix*2bz>z£z&&i:-tz>mm (79) izmm<D&mmi£®o 
(82) ^ia*M^, tfffa (14) nmmm (is) £ ^mib (28)© 

[0 0 16] 

JS*T. #^T*ffi^SM^0>^£^ Kiel's 3 £ fCJ: »j, *^^§r^HHtc 

*mmiz&tt2> rm$Lmysi tut. hk v^x. 5*; 

K /NA;**-, h^SrSiifcU #3;L<W:. t: K tf-*3r. 5*; 
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[0 0 17] 

>fVi/> (Gly/G) , T^ — > (Ala/A) „ XV y (Val/V) , I3>fS/> (Le 
u/L) , >fVn>fS/> (He/1) , iZ'J> (Ser/S) , ^l/t-> (Thr/T) , 
7X/t7^>i (Asp/D) , (Glu/E) , y^X^^y (Asn/N) 

, (Glu/Q) % yj;> (Lys/K) , T-W/^f— > (Arg/R) . S/X-tM 

y (Cys/C) , > (Met/M) , 7i-H5-> (Phe/F) . ^tJ2/> 

(Tyr/Y) , hU^h77> (Trp/W) „ txf*;> (His/H) , ^OU> (Pr 
o/P) . 

[0 0 18] 

*»WT?VO r^^fl^if^H^- (Connective Tissue Growth Factor (CTGF) 

jt«. The Journal of Cell Biology, Vol.114, No. 6, p. 1287-1294, 1991. Mol 
ecular Biology of the Cell, Vol.4, p. 637-645, 1993, &tfBiochem. Biophys 
. Res. Comm., Vol.234, p. 206-210, 1997&£) „ *1W1oT'$)5 

[0 0 19] 

kDaOCTGF (Will tbCTGF) 5 A/0> Zl ^^^*^J38kDa 

O^CTGF thCTGF) feftSdHPSttlOttM 

12kDa(Z)<£^-?-MCTGFSa Sr=b^,-^t*-5 (Growth Factors, Vol.15, No. 3, p. 199 
-213, 1998 ; J. Biol. Chem. , Vol.272, No.32, p . 20275-20282 , 1997) „ ZL<D 

«U 349T$y*^&3&S^*H HCTGF©246*a©D>f S/> (Leu246) £24 
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7#Btf>?>#^>m (Glu247) <0m-emm^tl^>^tK^ V &i?2> H^Xbtl 
S103Mtf>T^ 7^^e>^<5C^ge (#^4 : #SHl,800Da) , ft 
£:Rbl hCTGF<D247#g<Z)?';i/# ^ >^ (Glu247) £248# B © ^ >B8 

(Gi»248) na>mT*tymzfoz>z. t.K Jr u^-f s fc#it.s»n&io^fiff)y ^ ./lift 

**e>*«c5fc«35e : *&n,67iDa) T*3b&«sm&&m*j'*. 

-Ikffife {TSSmmW &ftSCTGF (#lCte, tlhCTGF) 
CD— SBiCjRjC&tt&JrrsiSy, #38IBT?V^RCTGFK:fcJ:, St^JKM®* 

[0 0 2 0] 

#J£;£-rs#>/^ Mmc^y^ y^ge^jic, BJMHors #£L<te 
fsm z SIM e r n \z «fc y SBJi-r & ^ £ § . 

[0 0 2 1] 

*»«»Cfe»*CTGFK:tt, iCTGFffi r— 0j 3 
rcTGF©— $Sj fctt, iufBfC^LfeCTGF (t&fcCDdfr^SJl&lOTJrM 
12kDa©<g;$HF-*CTGF&^t0 <DT ^ y Bftffl^*<Z>tt3ft©as#BB*J&*tf3K 
V K&fclfcU 5 0 075;»381&tt6CTGF^ 

K77^>h C*SB«f) . «fcy^#»tCtt5^M5 07^ JWt 

jSaSftSCTGFW K75^> K S &JC^#»»Ctt5^rM3 07^ 
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j &izf* K75^> htf^ztiz, #£b<&, ctgf# 

TGFg)ff^»3e-gfe& u 

b c t g f & # &mmm^ & js v^Ta^jjc^wf-r * 3 1 ic * y sg^t 

[0 0 2 2] 

tea. tsrfa&ig (1) ^MttftH^w (31) m*r*i;wc««s*i<54#*fc«:^"r 

[0 0 2 3] 

^Sllfi©^^ ^r?-^^*KlfeW«#*bV^«MatfcbTtt, TIB ( 

-O (-) (D^S VU—}-)\stfifai*m'f e>*i*. 

(>f) ffffB (1) JCflBfR©^^ ^n-^S£#ICfeW* (d) 73rM (g) © 

v*t^a*©tt«&^'r* ; e y * n - JfcflSo 
(n) BtfSB (2) £13*0)^7 *n--*-/i/8t#. 

(a) ItrIB (4) BMB-fIB (7) ©v^ftifrlcflBIRSti ^n--h;i/m 

(-) gffiB O) ttMffjfs (31) ©v*t* tufricftsiBSfts^y *n — r& 
icfctts&micfcv^te, ±sa u) (~) izmmo>=e; #u— mmm^ 

h^ey ^D-t^ftAWt bv\„ 
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, ^»*fe»i»l8©HWK:feW6«mK:fcv^Ttt, ±83 (>f) #M (-) 

[0 0 2 4] 

010 (O ©^ *n &tiS. 

(*) IfffB (i) KfBIS©^ *n-^;Wfi£Mc£tt£ (d) #M (g) © 

(/\) I5IB (4) ttMfufS (7) ©V^tlJMCfBH^tlS^ ^D-^*t 

10 ttfia do) , mm (u) BMtusa (2 8) ©v*-r*x#JcflB«3fts 

icfe^^^ffllCfeVNT^ ±ffi 0J0 #M (a,) icfS^^/^D-^^m^lC 
, ^«*fctt»jH©SWK:feW4&ftfflK:fev^tt, ±IB (*) #M (O icfa« 

[0 0 2 5] 

zfcHlfciB©^/ *n-^/bffi#©4#£#3^v*J»#i:bTi:ju ^AH TIE ( 

(h) gtflB (-) #M (h) tcga*©^^^ D-^m*. 

ffflB (1 4) 73rM (2 6) sfcfctetulB (2 8) ©Wf ttfrlCga*©^ 

*JB*JCfeVxT, «*£*©*&** fett^Rfr* JUJ*>gf£.S£bT©;im©aift 

tc*mstt«K:*3v*TWu ±IB (^) icSB^©^7^a-^;i/^AW*bvx 0 

, ftM&fctenmoB&Hz&v&mmiz&^Ti*. ±m cm iz^m 
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[0 0 2 6] 

SB (U) #M (20 ©^y * n-^;i/^#£#tfsr £#t*££o 

(_UJ ii&ijB (4) tfri* (6) tc WB^(7)^ / ^n--f-;i/^o 

(?) tags (14) T^sitiiB (i6) ©v^f ftjwcsa*©^ ^u—rjvik 

01/ ) ItfSB (17) KmW,<D^J VU — ±)\;ffimz.lBttZ> (a) , (c) . 

(e) , (g) (i) \zmmv>*&n*:M'?Z> : £J ?U—}-;vffifto 

(9) fffiB (18) \zmm<D^J ?U-i~Jlffimzl3ttZ> (a) , (c) . 

(e) , (g) (i) JCSS*©*****:^**^ 9U—rfrffifc. 

(?) mm (i9), t&ia (21) . mm (23) sfctegfia (25) 

(#) mm (2 8) icia^o^y ?u—}-jiifLib e 
(2 6) ifefctttufB (2 8) ©^Ttifricga^tf)^ * n — 

icfctts^/BicfcvATii, _hia (?) (*) (D^irfrfrizmmo*; ?u- 
, ftM$.f~tenm<DMmz&v2>&.mizis^xit. jtsa (v) »s (#) tcia« 

[0 0 2 7] 

ILtfr^ L X # & ti £ 3c*83!mflu ilfe^im * S«r & M ^ T »36 S *l*N5 
3f*^fcifl&tfb: NMfcifl: (CDR-grafted^ft) , MtncM*.fc£, H htfO^M^ 
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f.fe^E./ #P -•^.;i/ffi<fc(7)3§-a- trfr, TgG, T gM- T g A (TgAK TgAS) 

> I gD&£m*l g E^<zn^*i<DT-f V # -f ^£:;£-r 7 * n — : 
£%&^-f£c #£L<«, IgG (IgGl, IgG2, IgG3, IgG4, $f£L<teIgG2 

£fcl±igG4) ifciiigMt'fe^ $f.i:^JK«igGt$)S 0 „ 

[0 0 2 8] 

, i^MlCj^CT^D^r > b7^/1> h (Freund' s Adjuvant) ££:%IC, 

, "Ttf;*, ^yK J\2*7*% — , t^*; h, ^1?-^ -V3r 

^fei±^-^^ic^-rs 0 mft&mftM%sfr?>mfeifiLm 

[0 0 2 9] 

BP'S, l&^CDfif^JHIKltJlH^ (CTGF ; <&J*«f, fflJBtt 

D>f>h7^;t>h (Freund' s Adjuvant) ££%tC, ^thf^i^ Mtft 
ifricte, 7>yK ^l/^E y v^itf-fr^f, ^*L<tt 



fiattT ti ooouuuu 
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^3ffi**&*Sll75Ml 4 H«lC173rM4|B&&;S:ffoT, »J#n #M 5 

[0 0 3 0] 

-&tJU/l/S/3.$t>f y^OjjWi (Nature), f 2 5 6#, f4 9 5~ 

f 4 9 7l, 1 9 7 5^) &Tf*ftlzmVZmffi%m^fc-DTftoZ.£.tfT~&2> 

[0 0 3 1] 

P3/X63-AG8.653 (ATCC No. CRL-1580) , P3/NSI/l-Ag4-l (N S - 1 ) , P3/X63- 
AgS.Ul (P3U1) , SP2/0-Agl4 (S P 2/0,S P 2) , PAI, FO&S VM*BW5147, 9 >V h ft 
^xn-^210RCY3-Ag.2.3., h E&#^ ID - VU-266AR1, GM1500-6TG-A1-2 
, UC729-6, CEM-AGR, D1R11&5 VN&CEM-T15£^/g^£ 3 fc#-T*£5. 
ie/^n-^St#«:«*"r<6»Illi (#9*tf* /W/V F-v) ©*$mJ-- 

[0 0 3 2] 



3 8 
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^ yy< *; x — y ^Hj^o S tpfr ¥W8ft<£Mfc*lz ft^ts *E y * a 

ffitiL*izmzmm~?2>z-£. : b-%mT*2bz> (b^mmx^** 1997^4 ^7 

[0 0 3 3] 

***ifi^bTJi, Ha«'F12ig#U MCDB153«*fi&SV^*ift#/l/5'9A 

MEM^^<D{£^;i/^^A^S.t^MCDB104^^, MEMigiS, D-MEMJgifi, RPMI1640 

y^&VWhtr^U - (DE AE^fettDE 5 2 SO , IfiM J*J tfwfv y 
[0 0 3 4] 



UMltTi ■ till: 
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tots tntr $ mmjk i;/*fcttii^p)^s=E^D-« 

jamais v n— ^;w/t#<z>7^ y^se^i^ic, ttfSH©i:e)^r^ y^£>g& 

(*3c. Si*, ffl»A, f-fflD) tt, 7»aBWS:3- K-r«*m2^i 

&«P^»Kl*3E-r * £ JC J: y iAtS itms. 3 O&SB^KDflS&tttt 
# gtt, JRfcI©aiffc4««r3£*#AS£ (Site specific mutagenesis ) fcM^Tflt 
&lC«fc yiAtS'fc^Ttfi (Proc. Natl. Acsd. Sci. USA, Vol.81, p. 5662 
-5666, 1984) 0 

[0 0 3 5] 

ii©CTGF (#*L<lit bCCTGF) KiR/Stt^?- S t h *E J V U - 

Jlfltf&JCtt, ^A;^D^'J>^Mf6li (Hfc) (Variable 
region) MHiC^fl^ (Constant Region) MtftCftfll (Lfc) ©»f3£1K 

[0 0 3 6] 

fc#T*£5 h0t#&^-r«|6^€:^'rs N5>xyx-v left 
*3ft* htt#&l4t6ffi*Sf ts h7>^^i-y^*i: hut 
JUftttJ t&iSlC^LfeliilLi&^©CTGFT*^-rsri:lCj:oT|g^-r 



4 o 
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mm&. mj£<D-Mmtt&*H^Xmm-t2>Z.£.tfT*%2> (Nature Genetics, 
Vol.7, p. 13-21, 1994; Nature Genetics, Vol.15, p. 146-156, 1997 ; 4#^£4 
-504365-^-^ ; #^7-509137#^ ; HS-9->f^>X, 6^#, $4 0~f 

5 01. 199.^: BBffiB^BWO 9 4 /2 5 5 8 5 : Nature, Vol. 

368, p. 856-859, 1994 ; 6-500233 -if^|g& if) » 

[0 0 3 7] 

z. £ J: »J St v ? x rt#44>f A^n^J >*m3t^^«« £ ft 

zii:icj;y^v^x^tt-f Ay **n^y (#ic,cgut^0 

(3) iSAl^ft (Yeast artificial chromosome, YAC) 

^ ^£ftS£e>&B*»^£aii^tB&^*#-£^T, thM^D^JV 

(4) YAC*JCft*3ft£ J:3fcB**^&»»«rtB&'<**--«:J8v*T, 

(5) #&fH (1) (4) 0;»;^79h79^Xtfh5>^^i-7i'7 
?*&tt;g;©Jg#T'3£BBt-£££K:J: y. TV U 7V >M^itfc 

ft. jaot: h&&yu7V >lil^©fi«lilt: hftgfc^n^y >« 

iitfi?l©Mi £ t> Jc * i&fe#_h ic a * ft h 9 > * 3i - 



10 — 3561 8 3 
[0 0 3 8] 



vm&-t2>z.yiz&*)mMte*mi)mmi8 l V)7\/yv*yv) t*&&^&?iz 

fc£. ii^Vr^zf ' *3S'rJZf ' ±V^i/sy (Positive Negative Selection; P 

ns) hi9M&£*i£#&£Mv^z: (H0if>f ^yx, 5H#, P.52-6 

2, 1994) 

cm (m*-i$cm.m®) <D-mzmmzmA'tz>z.£.iz&*)mf&T*iz2> 0 

[0 0 3 9] 

»ff, ^7f, 13 6 l~f£4 0 81, 1 9 9 0*£&#M) Cf£o Tf£§gi-£ r 
^^«r|gT*&S 0 JlttlftlCW;, JEft^Vxmmm (blastcyst) 

8: &V^TV*<5) ESffi (embryonic stem cell) tth>fA;^ 
fcE SMflS$:HAT-feU^i/a>^JC<J;U^SiJ-rSo &we, 3118(1 IfeES SBflS S: 

, ma>sEi%*?vxfr*>%Lmisr~&mm (mmm \z*?>( zu^y i/*yt 

£ (Proc. Natl. Acad. Sci. USA, Vol.77, No.12, pp. 7380-7384, 1980 ; 
#1^4,873, 191#&3S) o m&mM*mWLilVX<Dm<DsE1i;*?V X&^'glZ® 



4 2 
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fDb^^^^'x-y^Y'J^^f M^-^n (heterogeneic) 

V^V7.m±* : £MirZ>Z.h\z.&V. ^>f;P0SIJf:^ot, (homo 

geneic) h^-'Z* £? a : ~ y g V 3 . 6 tl 5 M 

[0 0 4 0] 

Hh>fA;^n^U>fi*CDgM^H IgG (IgGl, IgG2, IgG3, IgG4) 
, IgM, IgA, I gDXOfl «E^©T>f V*>f ^tcj=y#^H^©T^ ^ 

[0 0 4 1 ] 

, «1. 6f, ilO^, 1 9 8 8*£&tf#2^3 - 7 3 2 8 0^**S:#B8 

«t» b Mtt* v ( h m -*swtm® * n - k -t %> nw&m $^vdji^ 

^) ©TSsJC. t h>f A; A'J - KfSDN A^^MbfeCglfe 
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[0 0 4 2] 

J:yDNAS:iffi«, tDN A ^^^MRBS^JK (MAtfEcoRI, Hindi I ISO £ 

• V-;fc-©&g£>frU 2@7KSfeb, 0.25M HCl^C 1 5 

"To #^T% 0.4N<Z>NaOH?§?&JC 1 O^il, ^0>tl3^S>2Hc: 5„ flftSsKl 

So 7-r;i/if-5:+MIim ^>f3f>^ (7 51C, 3 B$ffl) fcff^. "*>f 
3r>4TOTtfeK:, g7>f ;i/#-&0.lXSSC/0.l56SDS?§?&lCA*U 6 5TCt3 0 

^Mlts. 3 xssc/o.i5GSDS?£$£&c^i- 0 »£>*ifc:7-f 

[0 0 4 3] 

Ati> 6 5ict* i 2mmmm.fcj&2i*:2>. /w^u a >^t&, mm 

^JC5?S^fe<k (MAtf. 2 XSSC-0.1XSDS»«, ^fi, 10^ 

Iffl) (D&tT*. 7 J ;i/#-£8fce> 0 t7>f ~S:lf^-;i/^lCAtL, 2XSSC 

±S3-9-!f >^D y h£Mc<fc y, 77^=t; * n-^;i/Mtttf>H^g:tf L$|£# 

NAWr^rS:*tf1fi«S:S/a**lt4gS!as^K:T^Hru, 7r-^*- (MA 
tf % Charon 4A, Charon 28, A. EM B L 3 „ lEMBL4f) JC ^7 
T-S^^-T^JMf LE392, NM539*S0«:JBSMEiJ|U >f J b,^ 4 



4 4 
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„ (ac) JI€^) £MV^, h y^r* (iJ-^f :n>X (S 

cience), §19 6#, ^18 0~H 8 21, 1 9 7 7 *£) lC«!oT, 
9J\4-7V #4 ^-2/a>=feffV^ #BI?!J£;nfcVD Jit<fc^&£V^*V Jl€ 

[0 0 4 4] 

tMgGlt©*^^8t5*#i:ii, CjIfi^SCT! 

c Ktef^^a-^fcbtfflvK t h^v A5>f^5'j -^e>#itsr hie 

[0 0 4 5] 

^fttfHCli, ?a->igi46 (^ns/- t 2 -* yfx-t-i/al-JiyijT 

* -ytzfVJ :n>X(Proc. Natl. Acad. Sci. USA), f7 5t, ^4 7 0 9-^ 
4 7 1 31, 1978i£)fr£>©3k b (DHindlll-BaaHlBUf il * D - >MEP10 

(y D Is — ^j >^t^3t;i/7^jf5 — >ry-9->r^>X(Proc. Natl. Acad. 

Sci. USA), mi B>m. 14 7 4-^4 7 81, 1 9 8 1^) it> e>©6.8kb£>Eco 
RI$T#£:7n — LTfflVV H h © ^ A ^Charon 4A(DHaeIII-AluI^7 l*=? 
>f _ (-fe^CCell), g|l I1157-I1174I, 197 8^) 

#g|-r-2> 0 bhCTiiem hil&^ffFjWJISDNASrHindlll-e 

flJWrU T^n-x^;i/«^»T^®U^^, 5.9Kb©^> R£ ^778ic#Ab 

[0 0 4 6] 
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^©TSSKfc hC L *-g^&, »«*i«K«*&tJfDNAy^f-^€:fflV^T, « 
;U*pSV2gpt&£ V^*pSV2neo3f©3fcJ5i'<* * - JCfltSsKtfco *C «#&tf. £ ©HR 

# # - tc@Bg-t S 3 £ *> T? £ £ o 

[0 0 4 7] 

rO^fCbTfl^Lfc**^ JUS^i* AlSSi'* * * - & . M*. &P3X63- Ag8- 
653HflJJgfeSVNliSP2lO«ffliigi:v>ofc, ti(e>^#&S£bTv^v^MMimiiSlc 

r © <k e> l x mm t* n ittftftm&mm © ##_tiii # e> b » © * * ^ ^ * 

[0 0 4 8] 

^DSfpfiCfcttS rn bM^; # □ (CDR-graftedififlO j Mfc 

*©i»rsElK«©#ffllB«#fc h>fA;yn^y >&5fc©«r^M^©8MflM^ 

[0 04 9] 

#«EU m«i:ffl*WJCii[«»^"rS»fi^**3o©«« (Complementarity- 
determining residue; CDR1, CDR2, CDR3) * fc^TSCiH^^ffffllfi*^ 
«3 0««ttife)fe1!B«©«&«K^^*it««r«#anfe4 0©«« (Fram 

ework ; FRL FR2, FR3, FR4) 
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Hh^Ay^nyj^a^fTOt IgG (IgGl,IgC2,IgG3 , IgG4) , 

<DWUW& ^> V ^ T % PS5t 2 tl S % © T* ft & V ^ „ 
# [0 0 5 0] 

^5^4 - 5 0 6 4 5 8^MM#^HB6 2-2 9 6 8 9 0#<k$g^£ 

^^litSA-f :/y F-^e>. '>«!<iitiio©7')xHicDRie? 

CDR^tSbh LiCDRJS*^©:£^£=i- KtSt h L iiife? £ 

its. 

[0 0 5 1] 

#fg b fc^ V? X Hi C D Rife? t h Hiitfe? £3151 «Tfgfc J: 3 JC^ 
^J&IS^^-lC^AU l^illCgtV^LiCDRiife^il^t: h Li*tfe 

* X Hi C D R HhH mS&&* ilV^XL^CD R«fe?/ fc: h L it 
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[0 0 5 2] 

*S 9U-1~frffift<D-&ft<DW&Z]&mis* JMfrlftlCteF(ab') 2% Fab\ Fab, 
F v (variable fragment of antibody) , s F v, d s F v (disulphide stab 
ilised Fv) &£>Wl£dAb (single domain antibody) TfeS (:n3f h 
• rfrfcT— • • f^tfa.—x'-r y * • /\°-r>>y (Exp. Opin. Ther. Patent 
s), 3g6 3£, 8§5#, 31441-45611, 1996^) „ 
[0 0 5 3] 

m*, rF(ab') 2 j r Fab'j fcfcj:, 4 2*J tfWfW &J9U—*-fr 

*e«JWfS*iTV L (L«»TSeig«) £C L (Li^tfi) *^4SLi, &tf V 

S?*;!/?* Kie^©T^flJWra*l'Tl(fflB2o©Fab , *iCfc>2;ig«T?o 

h£F(ab') 2 £:V^o 
[0 0 5 4] 

Sft^^im^SrS^i-So Mftfftlctt, TIB (1) 72rM (3) (D^iTft 
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(1) mmT*&mist~m%m%><DCTGF dftb<iith©cTGF) 

<t3:f©-»*fcttSCTGFfed»t*ilfi«T?, tm©t: hJK^CHHLtt* 

c t g f icK/ss&^-r s^e y * n — sr^-r e>SBts n» 

* *e y * n - b *wfl&o 

(2) ^© j:^K:bT»e>tifem#s^BjmiB&#sLS&«a*©5 3:n-'7in 

• us (a^'jk-v) *pMMR3*i&& j e>' *n-^-;i/m#&3- Ftsae? 
fcttM*©*^) t% &Bmmx.&'^'7v F-T«^©«jia (M^tf. cho 

(Chinese hamster ovarian) $Jfl&) . BHK (Baby hamster kydney) $BS&&£f) 
JUS) o 

rrt, mm (3) icie*©^ *n-^Mfi#m£m««#**wi» (st^-aa 
&x.m) bp*&, Kffla (i) (DBmmz&iz (2) ©/w >ry K-v#jg£ 

F M ^ J V n - Ay tn. ft a> $3 ^ tc & v ^ X ffl V a *i £ — W MB * tiSMk Wfc & ffi 
T S^Jt -T £ r £ # T* £ -5 o 
[0 0 5 5] 

M^Jfcjgebfc^l^ £%TfB©,£^l;fc^£^bfcv^£&Siifct-& 

o 

(1) ^m^j ^n— ^-^tsflK&^js-rsfeftjc, #t Fisai&^^^tcMVN 

fc#j£0>lfr4&fi3fe© C T G F lC*f -T S^jStto 
( 2 ) 5£©!fr4&tfl<Z> C T G F tC^jS-t Sft&©tfr4Mtf> C T G F \ZM~t^>R 



UJ JLW¥ li^juuysiu 
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[0 0 5 6] 

^ <fc e> & #*£T*&jg U T m& i- * £ & T? £ & o 

[0 0 5 7] 

^ IC <fc o T S# 2 it 5 & © £ # * & « 5fc i" £ „ 
#9*.tf, TSB (A) MtttC (B) fcif&sstfs 

(a) jku^^i/>«bi, 3ifu*-5K*- hmm. s/y=i>«ii&&sv*ii*->f 
(B) -fe;i/n-x^ffi^ y#n #-y y/i/ys F*ffl#, -5 s 

[0 0 5 8] 



tfifiE#¥ 11-3009560 



*f#5£ 10 — 356183 



tc \%m m-t & & k. m v * & 3 & . 

$,5^tt4 8^7^^n^>f^-yi/-h^©#I©'5i;i/ (Well, TO fe^-f 

©##*bv^. s$H^fe»»K©Bttfcfc^ , ttt, tfria (a) icflj^b 

[0 0 5 9] 

#$8I» JC J3 S r#^T* * teflStf>#lK fcK/STSZfcJCfcy & ffi «Tffi & s/ y 

ftM£HffltfWeS>*.K 3 (^liH horserad 
ish peroxidase) , 7WJ7*^7T*-1 0 ~ D-#^ * h 7 

[0 0 6 0] 



4$ 5p 10 — 356183 



[0 0 6 1] 

j int. #>*«riB©j:^*a^«*w^*»snfe^y^n-^/i/»t# 

[0 0 6 2] 

TGFi:Mi^C, &&:fr£»JM^*i*tV*5CTGFS:3ftl*U 7yfe>f©B 
[0 0 6 3] 

©«ffifeSV\ttj£4&ff "5^TSsS:3ft«*b, ##iJ!lcJ3V>TWu gEtfURffifltftJSfc 
#$fiW©*f8J&«J© C T G F Sr^-r^tMB© «t 3 fc^ S 



ffiffclf^ 11-3009560 



#5p 10-356183 
[0 0 6 4 ] 

8 7^) icta«£*iTv^ j:e>fc, -m#H*B&. 

ftHfB^ EMIT& (Enzyme multiplied immunoassay tech 

nique) , X>if>fisf V^T'yt-f (Enzyme channeling immunoassay) 

, ^HfStt^tfij^^^lSH & J 7^t>f (Enzyme modulator mediated enzyme i 
# mmunoassay, EMM I A) , A^T^t^f (Enzyme inhibit 

or immunoassay) , >f A J Y U V V T ^ "fe^f (Immunoenzymometric 

assay) , ^^tSftif^-f A J T y -f (Enzyme enhanced immunoassay) 
^li^D^^V-MJ 7f t^f (Proximal linkage immunoassay 

) ££>IC«:, 4#2^2 - 3 9 7 4 7 #^IC|B«3 *lT Vn§ <fc 5 fc? >3tfy 
h 5 i £ #T* £ ■& o 
[0 0 6 5] 

m-ftK^tt^ttStti:. mm2bZW*¥*^y\zj: *)Um,-£M=.mMtiifa£*. 

m^&yy-Rv F&-e&£o 

[0 0 6 6] 
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U-i-)lffi{bV$>Z> T8-64-6J ttcit T13-51-2J £ V^f 9 U ~7 U- h * 

>r ? n if-XCH£ft bfcffi#®£ft**ttfi#i:* H 1 tc8B*S tis^ ^ * n 

-:J-;HfittT*&5 T8-86-2J %»}R*fett^^>T**»bfc*C8»*l*i:©ia^ 

T8-64-6j &H£fcbfcffi#H£ft**ttfi#i:, r8-86-2j 

-?^0CTGFMItm ^itSIt^tS. ri3-51-2j S: 

HJfe-ftbfc^Hfeft^iSttffl^i:. T8-86-2J &*3R*fetiif^>T?«aiL 

[0 0 6 7] 

t=foTfB (a) An (b) ©xg&^Ayryt^fifi-efc*. 

( b ) mififcmMit^m&mib t *i s cTGFt 

[0 0 6 8] 

;i/#t# r 8-64-6 j ' &v>f 9uzf\/- Mc@j£ttbfe rm#@5£ft;v>f * n z? i/- 

hi J ^LTHlKiaB*©^^ ^n-^«t# ^8-86-2 

-5i-2j &v>f *n:7i/- McBJSflsbfc r^@^tv>r *a:/i/- M 



5 4 
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*fc r£Stt$ftttj tisTmilzmMV)*; ^n-^i/ifift rs-86-2j 

[0 0 6 9] 

(Hi) #3818© ?u—t-;iin>{£ rs-64-6j Srv^n^- Mc@j£ffc 
(x@3) tv>f ^ n ^ I/ - b S:^ gY>f ^ n y 1/ - bfrb 

(114) ^WCD^y tU—t-frffifa T8-86-2J £ tf *^>%>Z> Wtlfr** 

V * X <D C T G F £ L T ^ £ tl S *ft«St#*^# IC 3E«Mftft & BLfc 

StSIi ; 
^ [0 0 7 0] 

(XI6) 7>f^D^l/-hOTU *SlS©*»«t#S:, tV^^D^U- 

(XI 7) xS6^Sfe^atifc-7>f ^n^i/- iMtciS£T$M&««i:# 

iek* r ^ s> > * r * & > t mm»±<o9mm9i uzBifazitz 

X3g ; 



10-356183 



Jim ; 

[0 0 7 1] 



bmt. M7&<D*$&m<D (50), (5 1) (5 2) T*#*i£ 

BP*>, #11*, 4>fc<£%Ti3 (a) (b) oxi^Mi.yryt-f 

(a) #$8l»©#i;#B£ft*»ttffl<*JC, «»&£jB*L«><5xg; &tf 

( b ) B3feft*»teiB# £ K«»if> ic-g- * ti £ Pf ?Ltfr^© CTGFi: 

[0 0 7 2] 

H2l±, 4>&<£&TgB (a) (b) CDXg&-£tf>f Tvfe>f 

So 

(a) ##IB©*»0t#fc, ffrf8f££jSl±L#>£X;iS ; 

( b ) £ U,ntp tC-£ * *l S m%M<®><D CTGFi: <D&& IZ «fc »J ft? 

o 

[0 0 7 3] 

»3tt, 4>fc<£&T3a (a) ©xgsttf-fA;r?>t>fST?*5. 
a&-&«j&£jsitu«>sx6. 

^tftft rs-64-6j &T>f ^n^-XJdSJt-ffcLfe r*a#@^fcv^* n tf-Xi 
£Mv\ rgftgtftj LTm CB3*©^y * n--*-/i/$i# rs-86-2j & 



ffifE#¥ 1 1-3009560 
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[0 0 7 4] 

-5i-2j &v-r zuM-xizmfeithfr m<k®feit*v( tu^-xi zm\,\ 

£fc r^fSStttj £ IT01 IcfB^co^y ?n—}-)VifLfa rs-86-2j £/<;i/;*-3f 

#>TH§j^3;ft5) ©CTGFfcJti-T 
♦ [0 0 7 5] 

mi<D%mz, rmozo turnup 

(Xgi) ^mmco'tJ tru-^jbffifo rs-64-6j & "^-f ? □ t^-Xlc@3£>fti, 
(112) fft^, v>f ^n^U- h &£v^i^rL e>&ft^£ 

(x^3> i$*u ^-x^tsig; 

0 (Xg4) ^^^©^7 9U—}-J\sffitfL r8-86-2j £ ifyf ?-y2bZ> \,\\f<J]/7t*r 

(185) XS3^#S4xfcfcT-XS:^"r«*«K:S*[«»*S#S:in^ «lf 

[0 0 7 6] 

(ii6) ^*0WM©i£b, ^-x&aj^-rsifcjcjry, ^hiscd^ 

SKIS; 
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xi ; : 

cogs) nimi T'&mmMTwyzmz.fcmnrizi,*, mmmizm^mmcD 

XI ; 

(XI 9) XS7*fettxS8©Ml»*tcSlS«tih*S:lIliL, mmRfoR&&& 
£/&£^lLSi±5Xl ; Rtf 

[0 0 7 7] 

f 2C^H TiacPJ^&Xlfr^J&StlSo 

(XH) ^^g^tf)^ ^ d — T8-86-2J & If tf-^&SWi/* 

(112) SUB'S. V>T ^n^lx- h*SV^tt^a-^©i^3&rt^EjH&^^ 

(XS3) #$&i|I<z> i Ey *7u-±;]/ifiik r8-64-6j £v^f*nif-xic©5t>ffcb 

(115) ^-XSr^-TSiiiJCJ:*;, *Rfo<Dm 

[0 0 7 8] 

« ^ LT«*©s5t msu Jimzvtji** 
HHD&mvm* v tc&mffift* m v ^fcm-&) £ £ & y ^ *; > & & ^ tt»agfetf r 
(fib, xe2-eif^>T?*«^fc*«»i:#s:fflv%fe»^) sad*., ^ 



ffiU^¥ 1 1-3009560 
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mm. TWytLit immmmr ¥p>t nmm^±<Dmmmm tzjxfczitz 
Jim ; 

urn-, 

aim s) jim6itti l zjim7<Dfcmmzfcfo&±mzto7L. &mfcfo%.&&& 
(x^9) jt^saifi, &ft&&»&wt&ytiELm&m&'t&3im. 

[0 0 7 9] 

• i3©Mtt, TIB© <fce>&X^<^/& 3*15,, 

ttil) ^^©^y ZU—rjVffitii T8-64-6J £v>f 9 U XlZMfeitV 

(X^2) ^fg^O^y tU—t-JVifCfo T8-86-2J £ bfjf^&S V^i^l/;*- 3r 

(X^3) ftjgre* ^l/- h^SVNtt^^-^^cfc^^W^^^-tS^lC 

mmwi£-£.*>iz. jimiT'ftmzti&ffiftmfefc^j tu^-x. Jim2x-^m 

^ (Xi4) *«*©l****lfc*U mtf-X£$fc#f y, *&JfcCD 

*»«t#«:«iy|»<XS; 
[0 0 8 0] 

(115) XS4*ett^StifctT-XS:*tt*»JC, !&5!fc:j££T3Sfc*jSt*:# 

mm. rwy&tz. itmmmm r^pyt mmffift±v>mmmm y.*Kmz-&& 

Jim; 

die) Jim5r~mmBMTW>zM?L&m&iziz, m^m\zm^t=.mm<^ 
nm\z&&hTm* <Dmm*in%-. r^py\z^\,t-mmy.mm^^^^ 
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Jim ; 

(x@7) j:m5£fcitxn6<DRm&izfci&w±wL$:M%.. wmfcf&Rxfm& 

(X§8) jfcfegftflL m^Sft^fe&vW±«l^»»tW fe^&Tgu 

[0 0 8 1] 

-ffifammm*. ffimo^mv (53) v^t^m. bp*., ^<t%T 

83 (a) ©Xg£-£tM 7>y -fe-f &T*&£ 0 
[0 0 8 2] 

rg-64-6j sv>f ^o^u- hJcHS-fbLfe r^#Hje-ffcv-f ^n^iz- 
^VNT^^tcra-r^i:. «jUiT3B©J:3fcxecJ:y#toftS*i5#, ^ft 

r m^©^ffc^ttffl^j fcLTHiKSB*©^ *n-^;i,£vft ris 
^ -5i-2j £v-f tuzfis- hJcHJtffcLfc rffittSJtffcv-f *n >f H £jg 

[0 0 8 3] 

(xgi) ^^©^y vu—f-jiffifo rs-64-6j &v-f#ny I/- htcHJt-ffc 
(XS2) t b&fcl*^VX<DCTGF<DmmtoK&***'>1b&Wt'<fr**(- 

s/^—^«©»*k:j: y*s*u Sic t g f wtis^itsxi ; 
(XS3)' Rv-f ?n^i/- Met: b*fc\*vVx<Ditm&&lffiR&&m&c 



6 0 
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[0 0 84] 

(x*S5) Xl4^&#3*i£v>f *n:/u- Mc. &|gfcjS;CT$&'M7SC£:& 
3 X=g ; 

(116) 3:msT*&mB&tiyei?>zM?Lt=.m&Kte, mmmzm^t~mm<D 

Jim; 

(117) -f*n:7U-Mc£J£#jfctt tf$&&£f5*:#jL 

£i±£XifS ; 

(xi 8) jtfe^M. »^»ap»*v^tt»^3ftit«:W)e , rsxs. 

[0 0 8 5] 

n*ft#*ffiifett, «9j*©*»9!CD (5 4) (5 5) JC8B*bfc*iSTf«)* 

o 

IP*>, 4>&<£%TSB (a) (b) ©Xg&-^tf>f Ay T^"fe>f 

arc**. 

2/ r-riu & =b e> -r 3 £ # & wsmmr^mm.^ t=. m$Lm®><D ctcfoh 
( b ) *tt»tf»jc#*n*tt3L«M&©c t gf^k 



6 l 
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[0 0 8 6] 

$&z 'p%t<t*)Tm (a) nm (c) (Djmz^&^u*; rvtj&reib 

So 

(b) (a) <Dx.nzfi^fcjs.mm^ wtfettficDftitsf&tsr 
t k j: y & m^rtg & $/ y m & % £ -t z. t &x* % & m^m^xmm s n & ntn 

(c) Rtt»*tC^*tiSI«ltH»*©CTGF«L<Jd:tl[«Statlfe#?L» 
[0 0 8 7] 

ifitt rs-64-6j T8-86-2J £ffiv>, r«gft&£j tit, 4#lC-«tt 

X2b£*)\/*3ri/#-12^<D&m3.fe&\s*?'y$:m^X. fc h £ fcliv?;*© 
C T G F SrSJI-r S^ffiJCo V^T^flt^KlSire-r « fc. flfitfcfTSB© «fc 3 fclg 

r^y * D-- k. CgH^CD^y tru—f-frifitti ri3-5 

l-2j £Mv\ r«mjRtj £ S/*r--tflSE©#iR* fcttif*^ 

h (*BIK:feV^T«;«>TMa%Stl«) ©CTGFtgitSIt^tS. 
[0 0 8 8] 

(Ill) £ h*fett"7^^©CTGF©«{l|6ft«S:lf*^>*SV^tt/</I/*^r 
(IS 2) 3ttft£, ^U- h**V^tt^a-^©J:^«:|^*fltS:^-rs««K: 

^©a-^ft&im^., ^•e*^©^/ fn- rs-64-6j rs-86 

-2j &fln*., m&ntwifficTGFmm®M£zm&Mizm^j?u~±jmtfi 



ttiU<&¥ 11-3009560 
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a *i a s ra » tc-& a n z> m%m®> cTr,Ffi < mmm ctgf mm^n t 

[0 0 8 9] 

(x@5) ii4 TftMztifc&iamMm^ i&mzfoVTft&gsnumz., m 
^ T*^ig L/ fcmmmmmm zm^ t^m^) t. r=. « ? n p y & %> v ^ 1*^1^7 ^ 

(xi 6) nim5T*mmmnT¥p>zMz.f=.M&icte > mmmKm^r^mm^ 
Jim-, 

^ *S£f?il:£i±3Xifg ; 

(X^8) J*&&^ m3fc&^&£^km3fc&M£?TO^t-.5X;g 0 
[0 0 9 0] 

f 2©^SH TSB©J:^^Xl^e>#^$nS = 

(111) t: ^^fc^i•7'^7X©CTGF(D^^P^^g$:Vf^-^>^Sv^^±/<;l/^-^^ 

8-64-6J Sfefefcl: T8-86-2J fcfltlx.. KSWfcf*^ 7 * n -^l/m^i: fc^jS^-fr 
Sit ; 

(X@3) Xg2tf>£/S3UC. 1 tf^i L fc«HC T G F ^ft A, 

6 3 m§ifM5£ 1 l — a o n q r r n 
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mmm c t g f mmrnn it2T?Kwt mfci&r* & o t=.n&<D * j v n — r 

(Ii4) -Y^trLVi/X y ^n^U >Jfil$fN£(E> J: ^> & tfj^fecD^E y # □ — *J~ 
^ $ *i 5 ic-g- * ti 5 nf?Lifr% c T g F £ ^re 7 * n - i-j\sffifa t (DffiM 

ifLfc&&{£. %.z$/&t=. tixg 3 iz & ^ $ ti s sat c t g f ummm. t. m 

(XI 5) X^4©^^$r^C,^ilbT^mtfc^bfc^«:$:^lt > r<g>XS ; 
[0 0 9 1] 

**e8»Lfe8«8*(i«>«S:fflv%fe#^) * fcttTKr^>*Sv%tt«S3R««fT^ 
S» (fib, XS3Tf^*^>-e8«bfc8»8flS<»«S:ffiV^fc»^) fcfln*, 

s*£*t* r tr s; > * fe r tr > £ 8ift8TOft _l ©8ift^st a & bli& 

[0 0 9 2] 
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ro 0 9 3 1 

\s>mzm%mm<Dc t g f tcKj&tt&^-rs^w©^ y ^ n — (*> 
#$sg!©i«aj&*©c t g f izfcmftzm-rz* j v u-^^m^ (&* wzm 

SCTGFSr^lKfeSV^JiWSI-r^^as-e**. %M (2) ©*i5S«:#lcr7-r 
[0 0 9 4] 

7 7 ;i>Vi>y (Pharmacia) £fcfgg(£> Sepharose 2B, Sepharose 4B, Sepharose 6 
B, CNBr-activated Sepharose 4B, AH-Sepharose 4B. CH-Sepharose 4B, Activa 
ted CH-Sepharose 4B, Epoxy-activated Sepharose 6B, Activated thiol-Sepha 
rose 4B. Sephadex, CM-Sephadex, ECH-Sepharose 4B, EAH-Sepharose 4B, NHS- 
activated Sepharose&£ V> fcThiopropyl Sepharose A>ft5»; K(Bio-R 

ad)f±§g£>Bio-Gel A. Cell ex. Cell ex AE, Cellex-CM, Cellex PAB. Bio-Gel P 



mmMsp i i 



- 3 n n p fi r o 
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, Hydrazide Bio-Gel P, Aminoethyl Bio-Gel P, Bio-Gel CM, Affi-Gel 10, Af 
fi-Gel 15, Affi-Prep 10, Affi-Gel Hz, Affi-Prep Hz, Affi-Gel 102, CM Bio 
-Gel A, Affi-Gel heparin, Affi-Gel 501&3 VMiAff i-Gel 601^, jlM&E^X 
WftM(b2 UTJfJVA. ^DV^flyP, IVtf7>f P-T\7. -ry+fyj*, 

^^P-SHfeSVN«X>if 7 J y^XP-AB^, 1r;i/A(Serva)f±§g(Z)AE-Cellurose 
, CM-Cellurose&£v%&PAB Cel lurose^Srptf 3 i:^T^5„ 
[0 0 9 5] 

-'T- m&mKwmztift&m#n mt. mmm. &%m. mmm. mmm 
. gcfcsu u&m. mmm. jsatm. ^mm. m&w* tm&i, ^mm. m^m 

[0 0 9 6] 

it©m tt«a, -«c«^t5^^, *L3i$ra 
m&£iz£vm&z>-t)K mn&tA-Amfcv* -tatco^io^g^iooomg (& 



ffiSE#¥ 11-3009560 
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<d o m ic $ tin & ntt * ic o . 1 d gm^/m 1 1 omgmft/m 1 a 
£ & 5 j: e> izmm £ »jhi*^ & zl t iz * y -r s ^ t & . 

[0 0 9 7] 

0)ig-£{C;i5V^T 1 k gfltfi&fc y, 1 /ig~100mg(Z)^J^T, L<«50,Kg~5 

. 7KUn:^lx>yun-;K *U-:/tt©.fc3fcffi<tMtfU :n#y-;i/©j:e>&7 

mM<Dm&£r=.izmMiz&*)ft?> ziitfxgz. MWMMB©?gffifcb 

T«3it't«ri:«ST?s&. bps, nmmmm^E\z^^xMM(Dmi^mm.mh\, 

o 

[0 0 9 8] 

*mm<Dm.mmf&mt. &&<»m* v>m.mz&$k-*z>c tgf ©smjc * y m 
*(Dfflm&¥) (Dmmzwffl-t&fr&izmmx&z. mmmtLxa. mah 

IB, JWU ^Nf. JFFHU W, *», /MB, #«, * 

, m. Btm. wm&fcit&mzmifzzt&X'g&o 

^MtLTtt, in, g& sm. mm, wm. *», * 



ajU^ip i l-snofi Rfin 
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m. +-M> #«, ^s, #pm. ft*, n», f§, ati^t # 

[0 0 9 9] 

K(c^»t«tKiMI& ftJtJcfeW*«j|iS*^) , fflili&jft («a.HU VMRiNi^ 

> miz&ttz&B emu** mmm&. m&tz& , ft*5£ 

B (MiH «g& &ft^, Thtr-, 4rn>f K&if) . JJFi!J£B Jff 
#£L<fcfc, WBi^S , WfKifeWS 

(mah MtRii^ , fcm#k& (Mx.it, nm. &ft& rh 

4rn>f Kfcif) , &&v^lff|R&« iffM-e<z>IRJ£&, jff&, iff 

se>jc#*b<i*, sm^m *t8*ft&. &&if 

[0 10 0] 

*»W©B5lilJfifiR*JCtt, rcTGFIHSffifj > rCTGFl4Ifi 

rrr% 8ft rcTGFlS^jj , ^ rcTGFlMfgjj %&vittfg r ^SI 
J tit. CTGF©^ft^W*IBS:»M*fcttlfi*r*Sltt€:^-rs»«*fctt 
#aiWflS^ & © C T G F (Dm& £8MW:g U < ttGWr S *S4£ 5^® 

(1) t hWHifi^a^MllS JfflJ&t5fc293-T (ATCC CRL-1573) ) £ 
\L hOCTGFt ©Sn. ^fettMMJ^^T^XWCTGF^CD^&TO^b 

(2) hVWA^tRIS^IDJier^ (M^-li> j(Wlft«cNBK-49F (ATCC CRL-1570 
) ) , t h#&MS5fcfM#fcMG-63 (ATCC CRL-1427) hflrfr fi^^M 



ffiSE#¥ 11-3009560 
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(3) \L h©CTGF*fcttv^XODCTGF©$!liS[iCJ;S^^ hWHSE&5fc*i 

mwm&m (mx.iz, mmmm-A9F catcc crl-i57o> ) <DMmmmt:$}M35is 
<im mtz > 0 

[0101] 

o 

(b) 7>ft>^DNA t 

(c) 7>ft>XRNA„ 

(d) ±|H (a) #M (c) JBA#©ffi#^b^4&K (ftS*fifr&J#»* 
*80 « 

[0 10 2] 

#»Wi:fe»57>ft>^DNAttt, m%W}® L< lit h) ©CT 

GF*>^fe3-Kt6D N A©tftaSIB^I*©»4>*3£B!^JS:*tf DNAfl 

Wj&tasK^i&^tf d n a^ h < izmDN Ao-mtHt^m&tznx ^5DNA 

[0103] 

A* fen- K^SDNA©^i6BB^J*K:**n*ffSG)»ffitcfeW*tt3R©a© 

IDN Att, St*>/t^3- KtSDNAtfettRNAiCA>f^'J £V >Cf £ 
ZL£{CJ: y, iDNA0mRNAA0^5|J)§n|j:f mRNA®^ y 9 s\<D$$ 

[0104] 



6 9 
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£©DNA&7>^iz>;*Bg3^bTMv*S«-&tCtt, MDNA^If 
&i?©BW©fc«>JC, KDNA©*iS5!^©-«IJtcft^«f«:i6'rii:««nriB-e 

So 

[0 10 5] 

y=0 , ^xtJnd^^^i- m§^, sfc^sfcns^a-a:- Mg-& (s-a-yzJ) „ * 
^i/jftx**- h*£<£ (MP-;*y:J) , ^^ny^f- #y 

H£#tf£z:fc#T?#£o y LTtt, 2 , -?;i/;rn y tff-x&s 

tflfi: ITU 5-zfU JIV 1 ? fc\Z2-7 ^ y r^r—yt£Es\<D^M1$m*f 

e>*l£o 

[0 10 6] 

*»WtCfeW-«T>^-fe>^RNAfctt, fljffLtfr^ (^Kttbh) OCT 
GF^>;\^5:n-KtSR N A <Z>&£BB^(f>(Z)ff ttisti RNA^L 

< fcmRNA©-»tfffc^!M»S*lTV*SRNA, * fcl±«»#lfc2£BB?atC*B*i 
WftfiSBE^f&^tf R N A3g= L < fc^R N Atf)— ^jbHt^tfi»£ *lT R N A 

[0 10 7] 

zzx% w&HL&mmi tit. m%mys (#*L<tttb) ®ctgf*> 

A? Kr«RNA©iailBB^^*^*ft3K©»ttK:feW*e*©«<Z) 
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IRNAH yrtVzi- KfSDNA £ fcliRN AlC/\-f :/y *V X^S 
r^lCi; y, lDNA©mRNAA©gf^5v\ttf m RNA0^>A^/\©a 

i K£ PH Wi" 5 z. )r , \z&*). r, t g f $ y n° EBgf s z: £ ffx*£ s. 

[0 10 8] 

WiMft1&.&fflm £. bttt, jgi^Ufc 57im 1 0 0&ScD^:fri£Sie3W#lf £ 
il^^5M5 0 &«©g|S3igagB#I> «fcy#£ L<«5$i^L£5#M3 Oi&S 

So 

[0 10 9] 

yzi) , 7j>x^n^^oi- jjxx^n^^^-n:- (s-^-ydf) „ ;* 
^i/**.**- h^-S- (MP-^-y^r) , jJnx^dt^^- h*g£\ #y>^# 

3££#tf& 3 y /K-^©^K|fi: its, 2' -z?jl*u V 

£>ti<5„ 

[0 110] 
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lateral ureteral obstruction) {C, #^©E^i!fi^£&# U ^tW«£fg* 
[0 111] 

W^S, «/h*##JS# (flfjUi, ^7n-fiMft;t (mcns) 

• ) , *«*«flc«-ft^ (fgs) , m&&mftw& (m&mm. mo, umm. * 
vy*cV2±mM s &m£:. mmmmm^^mi^mik capsgn) , 

(DtctoCD&m • , P. 34-46, 1993, &ffiflftH8£ (D§f?) ) „ 

&£&c^r{i, m^^c^stlS ; E7 ^ ;l/^&%S:fflv^szlfc^T*^s ( rg^gfJ 

^^l/i&^KD^Sgilfrm^^fci?)©^ • , P. 229-235, 1993, 

^ [0 112] 

ffFlii^m, MAil JJF& (MAtf, tf>f;i/;*MFlfc (AS, BM, CM, EM 

f*Ift-£Mfti£j . P. 1 19-129& p. 349-358, 1993, &ffii6mi8i€i (ftft) ) . 
)V - y jj ^ - m £ m A L PTCA £ L m®. 1$ ICfW L £ & ^ 5 
[0 113] 

ffi3®(Z)Jtm>&^^©^©??iigCD#^Ctt, Balb/c7^ 

1 2 ffiltE4$¥ 11-3009560 

L. 
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jr©^ «&t, mmm. wmft. w««;t. m&ft&z^ifwmmft 

[0 1141 

SI2^J*©^##21373'Ml256jg(D^SSB^J$:^tfDNA) tt, TsE<Z>«fce>fc 
[0 115] 

TDNAj tt, *|8ro077h0CTGF^n-Kt5DNAt'^o 
*»i07V h©CTGF£n- K0«*V^&S«^£Bi#r -5. 

BB^J*©*6S##21373rMl256J£©J!fi3liBWS:*tfDNA BB#f#-& 1 

JCS3*©£3£IB#I&3&-r«DNA) ###6*1*. 
[0 116] 

*»WtCfeWS9y hOC TGF5:3- KtSDNAfcLTS, c DNA&tf 
K > SI ft £ *l 5 D N A £ to = 

tfmRNA^t>H||an«ffi1|DNA (cDNA) , y;ADNAA>6«8S*l 

SDNA, fb^^fCd;oT#e>tlSDN A, RNAt^tiDNA &$81£ft. bt 




1 0-3 5 6 1 8 3 



# 



p c Rmxmmz -&xm *i& d n a & £ # r*i e> (D^m^m^izm^iD^x 

mm £ tl 2> D N A £ fe^T £ =fc © T* & S „ 
[0 117] 

^fgffitC&tt&^y h(7)CTGF fczj- KIDNAP:, f^tctot, Wi^ 

«yb0CTGF5:3- KtSmRNA^b cDNAS:^n->"fbtS^ >7* J 

) U ^e)tlfeDNA»r^$: % ! &miZJ&VXVyj]-DNA&2>WZ*y (T a 
[0 118] 

ffifcif) *^Sfi5ie$:3-Ft5mRNAS:iit§ 0 mRNAOlllt M 
%.\&>fT — *?y**t/r*- i^-V-Wjy (Chirgwin) P>, /M*^ 
* h y - (Biochemistry) , «18$ t *5 2 9 4K, 1 9 7 9^) , i7x; 
-;^^=bL<^iAGPC^(Z)^©^$:Mv^Tii$gb^RNA$:^-U =f ( 
d T) t^n-^^jK'JU-t77D-^^i:J:577-f-r>f ^H7b^7 

MA}ft*tVf>0^ (*£ b^P3.^--fe;i/A>r^-n^- (Mol. Cell. B 
iol.) , f 2f, Hi 6 11, 1 9 8 2^0^^3^ I2 8 0I, 19 
8 3^) V> (Hoffman) (£?-> (Gene) „ f 2 5t, 126 

31, 1 9 8 34£) ^{Ciy cDNAi^MU cDNA0-*IcDNAa 



7 4 
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[0 1 1 A] 

PUC19, UtlO, a g t 1 

KJC c DN A&Mfr&tijj&t LTli, ^Ji«V^7r^ (Maniat 
is) %<D%m (=Els3rzL^-?U- — y2\ T • 9 jK^ h U - • (Mo 
lecular Cloning, A Laboratory Manual, second edition) „ K^^li > 

— A — ^tf^ h V — (Cold Spring Harbor Laboratory) „ ^1.53M. 19 
8 9$) JCiB«c©*ffi«i^^lfe)*l6. 77-W*-CcDNAfe 
jfi*atf**6i: LTH (Hyunh) b<DjS& (DNA*n-->^, ^ 

*/l/T^O— ^ (DNA Cloning, a practical approach) % ^1^, ^49H 
, 1 9 8 5$) fc£f##tfe>*l£„ WfitCtt, reflE©^D-->^y h (Hit. 

MM^WfiS E. coli:HB101, 

DH5 «, Y1090, DH10 BifettMC 1061/P3§) ^©ig^fcfg 

[0 12 0] 

• hU — • T-aT/l' (Molecular Cloning, A Laboratory Manual, seco 

nd edition) % zi — ;i/ K^^U > A- ^/t?^ h U — (Cold Spring Harbor 

Laboratory) „ ^1.74K, 1 9 8 9$) iC fB«©£fl;#;i/ 2/ 



*|f ¥ 10 — 35618 3 



-e s r t tc «t o t ?r e> z: t # -e ^ 5 „ 

[0 1 21] 

n~-7\>f^U ^f^r 3 >^ (?^>£/a.#-f> (Crunstein) ^D>> 

--y^ >^^^^> 3^;VT#^ -^^it-f :r>;* (Proc. Natl. Acid. Sc 
i. USA) , ^7 2^. 13 9 6 11, 1 9 7 5^) £ t^X^fy- V )\J Z?V #V 
if — (Molecular Cloning, A Laboratory Manual, second edition , C 

old Spring Harbor Laboratory, $2,108 I, 1 9 8 9 *£) iCfcy, B®0cD 

[0 12 2] 

3CD^CLT#£4xfcDNA<Z>j&^ffl^JteV^A • 3f;bA- h& (V3f-9"A 
(Maxam) £>, Proc. Natl. Acad. Sci. USA., $74t, ^5 6 01, 1977 
*£) &SW*:77-^M1 3 *m\^V'r*3rZ/yi>7 ls#^ K^«fJtJh©*iS 

(Sanger) Proc. Natl. Acad. Sci. USA.. $ 7 4 #, $546 
3-54 6 71, 1 9 7 7^) ICj:ot^t53t^f 5, B&gB£:2- 
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[0 12 3] 

#£*l5DNA|tf#£^&:7T-^i: feline KT?Jf(lIL^-f :/^y -£f£ 
[0 12 4] 

NAtfdicDNA^?:iSi:btfS{CJ:»JilItSIfc^l?fS ( Hfrjg^. 

mmpcRm- mmnmh^mmi , #£ffijR««££rtt»f?, i992^&£> . 

[0 12 5] 

CTGFSrn- KtSDNA ( c D N A&S V^£>f > h □ > stiffs $ */^D 
NA) ^-^^^MIS^T^m-re^^lCJ: y, i7«yh0CTGF3- 
Kt5DNA^S:#, ^*1<d©Bt#$:, &HfCj£CT U >A-DN A&£V^± 
(Tag) £&IZ, ^&DNA/KU *^-1?^£jg^T^£-frT#fcD 
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^•g»&- 

[0 12 6] 

#38lJ3tt, NCTGF&H- K-TSDNASr^-rSSI^ 

, -J^X^ K"<* *-fcJ:tf:7 7-2>'<**-tf'&-£S;ri£ (Cloning Vectors: 
A Laboratory Manual, hfo. — $fc, la-a-?, 1985^) „ 

^"^^^ KDNAfiitfAjrf U777-yDNA) IC^^^CD^ v hCTGF 

ffl*.ttpBR322, PBR325, pUC12, pUC13 % pUC19&£\ ^Sft^^X^ FtLT 
fcfAtfpSHlS, P SH15&£\ KfcbT«*.tfpUB110, pTP5, P C 

^<Z)|*^S&©^>f;bx (PVL1393. >f >tf hn^>4t|g) tfftfa*;**,*. 

[0 12 7] 

^^WCD^y hCTGFSn - Kt6DNA^i$tl7>y h C T G F 

tgf£=i- K-rsate^&^L, rtife©3Ky k 

^5%©T&*lfc£4$JCftfflfiS*l&V*. fifAff, pMAL C2, pcDNA3.1(-). pEF-BOS 
(5t*l/-f v9T*/v (Nucleic Acid Research) , 8i, ^5 

3 2 21, 1 9 9 0*M50 V%ttpME18S (gUfcE^KHHf- raMB^XSt/N > 
y^J , 1 9 9 2^*) mWSit^tfi. 
[0 12 8] 
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dna, ^y;\yV-m&L Xftmn^ v h ctg f £n- F-f&mfc^O) 5' 

[0 12 9] 

:^^-#-fc<fctfShineH)algarno(SD)fi!? r J (01*. 
tf, AAGG^f) #J*-tf 1&^£««3iS/x y *I8©»^ 

^IfCttTr p^D^E-^-, lac^Dt-^t- r e c A zfU ^ — # a. 

PH05:?D^-#-, PGK^n^-^-, GAP^Ot-^-, ADH^D 
^-*-##tfi?>*U 1&£#^/l/:*JBft©!fr&M:, SLOiyO'E-*-, S 

P02^nt-$- pe n p^n^-dt-fciftfSfcfcr&ti*. 
i/hn^-Y^^co^n^e-^-, hi/a y *:7n 

[0 13 0] 

#«fcWfc=iK>fcLTMu ^ft->nK> (A TG) ##Jat3*i£ = 
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1 0-3 5 6 1 8 3| 
«Flt3K>fcbTtt, »ffl©JKFih3K> (Mill TAG, TAA, TGA) 

^Sg«rig#& £ It^ffi Ag mo^DNA £ ^ig-r 5 r i: # £ -5 |g 

^£*l£o K£ LTfcfc, E.coli-eii^^^^ Kp B R 3 2 2. % 

L<ttf(DAI»j|j|* (p B R3 2 2 &Jg^«;iWIS#*-e^aLT#e>tl«D 

A#, ££l©iilfr4MJBST&^X^ KpRSVneo ATCC 37198, * FpSV2dh 

fr ATCC 37145, KpdBPV-MMTneo ATCC 37224, zf^T*^ KpSV2neo ATCC 

37149, Zf^T.^ FpSV2bsr^#&tf e>*l£„ 

iCOVNTti, «Atf-t*l-?nSV4 OJCfijR-tStCD^ *3H#fc:J3V*Taifcft 
[0131] 

MteJ-mmUfc^-tLTiZ. S?fcKni6SU^*-g (DHFR) jfrg^ 

if*^, **^>f s/>wtt«e^, 

* J]/ A ^ - -tfitfc^ 5 Z £ #T* . 

[0 13 2] 
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©U^ h U ^>>3 >-9->T hJ&if) £JBV^3£#T£5 0 
[0 13 3] 

mm (^*s^v*rmm. ^;v^mm) . mm (t^D7^tm tf^r 
&&i,<ittmm&z>^itmmmMT*&*). ^mizitAmm (dhs a , dhiob 

, TBI, HB101, XL-2Blue^) , V^X&^JBS (COP, L, C127, S P 2/0, NS- 
l££W:NIH3T3^) , ^-/h&5frM, ^A*#-ft3te*ffllfe (BHK& J:tfCH0^) 
, (C0S1, C0S3, C0S7, CVl&tfVelo^) «k tK tl h fi^JBS (Hel 

a. 2ffifiifflim#MMlzm%:-tZ>MM. ^xn-vHHJBg^3«fc^Namalwa^) 

£ JB V'kTfi 1 3 d £ ^ s„ 
[0 13 4] 

#JxJ£> ®JK (E.coli, Bacillus subtil is^) (Dmttlt. Mx. liCohen£>©# 
& (Proc. Natl. Acad. Sci. USA., ^691, ^2 1101, 197 2#) , 
>^n f>& (Mol. Gen. Genet., $16 8f, gllll, 1 9 7 9^) 

■^n^l^^^h^ (2»-^;i/;f ^ U*r=L^-A^*U¥- (J. Mol. Biol. 
) , ^5 6^, ^2 0 91, 1 9 7 1^) {C<J:oT, Saccharo«yces cerevisiae 
©^Att, (Hinnen) (Proc. Natl. Acad. Sci. USA. 

, %1 5^, 11 9 2 71, 1 9 7 8#) ^U^?A& (J. Bacteriol., %\ 
5 3#, f 1 6 31, 1 9 8 3^) iCioT, 

A (Graha.) ©^fffi (/t-fnn^- (Virology) , f52f, f4 5 61, 1 9 
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7 3^) , M&Mti&CDM&l*. (Summers) h(D^m (Mol. Cell 

. Biol., ^3i, H2 1 5 6~i2 1 6 51, 1 9 8 3 \Z J; o T^tl-^tl 

f 0 1 3 5 ] 

Mils (j^t. mst^A^fe^-rssiftTfttffl-r*. ) z%zmmmx*mm?2> 

z. t ic «fc o Tigii-r & r £ s. 

'J*-, ^h>, ^^dpx, *M$B, r?b>f S/3*fiffi?£&£##J^ 

[0 13 6] 

*&±#E.coli©«-£, ff^bV^ifitbtLBftifi, M9«i (59- (Mill 
er) 5), Exp. Mol. Genet, Cold Spring Harbor Laboratory, 3 H, 19 

If 1 4~4 3TC, *&3~2 4B8rrafr3£fc#T*£&. 
[0 13 7] 
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?§±#Bacill U sJi®<Z)*§-£\ M^Srb^*^, ji^3 0~4 

0t, #Jl 6-9 6^^ff e>rfc#T?£<£ 0 

t&±3^»*-e*S«-&, ^ifclt, Mx.fc£Burkholder*/jNig (>K^^T> ( 

Bostian) , Proc. Natl. Acad. Sci. USA, %1 7 j£4 5 0 5 H, 10 8 0 

^) #W£>*U P Hl±5~8T*$>SZli:^M*LV> 0 Jg#l±ii^2 0 — 3 5 
tt-il 4~l 4 4 B£fgfr&;b*i, i y &fr3 

ii^i«0i^ §i t ITMAI^ 5-20 rofiDJi&^^Jflll^^tfM 
EM^fi Cfr>f (Science) , |12 2^, ^5 0 11, 1 9 5 2*f) , 

DMEMM OHnDi?- (Virology) , I8t, ^3 9 61, 1 9 5 9^) 
• , RPMI 16 4 Oigifc (J. A«. Med. Assoc., f 199i, f5 19l, 19 
6 7^) , 19 9igifc (proc. Soc. Exp. Biol. Med., ^7 3f, ^H, 19 
5 0*£) , Ha«F12^%^S:fflV>Sz:i:^-e#So *&ifitf>P H»^J6 — 8-e$>&© 
*W£L<, Mttlf*!j3 0-4 OTCT'^l 5-7 2H^t)tl, ^HiC<fc 

[0 13 8] 

ii^S*»BS(iDi^ Mx.«J^^jfa»S:^tfGrace's^«i (Proc. Natl. A 
cad. Sci. USA, I82#, ^84 041, 1985 30 ^tfmtf ^tl. *<Dv 
Hli|Sl5~8t&S0^^ LV^„ mmi*Mi%ffi2 0— 4 0°C1: 1 5 — 1 001 

[0 13 9] 
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[ Q 1 4 0 ] 

■^It^Sja* if hCTGFmtSlH^S:#So 
[0 14 1] 

^SgT?£5fc: hCTGFfcn- FtSDNA (cDNAtitli^; $>^DNA 
) ^T^^^Wftttjft^flEJttC^f h (integrate) £*iTV^Sh^ 

NCTGF&M, 
[0 14 2] 

^K^>X^jc- y^v^Xfciu f&j£L£«i:5& h^>^*?ai — y #M%9(Dm 

• y>f • $/-$Sff, fl7^, i36 l~f4 0 81, 1 9 9 0*££#JR0 fC 
f£oTf£§^S3£#«rfgT'&£ 0 AftiftlcWu Mz-lZ. IEfx">^KSlS (bl 
astcyst) CD^5)3l#LfcE Sli (embryonic stem cell) ^fchCTGF 

S*IM6&SffiK:J:y3BJ&!p*-* 0 #^T% aMLfcESlWJB&, »!T©lE*r7 , tf 
£>5tf§Lfc^li0 (MM) fCV-f ^D>T>^ai^^a>-rs (Proc. Natl. Ac 
ad. Sci. USA, Vol.77, No. 12, pp.7380-7384, 1980 ; #ffl#fF^4, 873,1 91 
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?V7:*fr#£> . fS^-r-n (heterngpnpir) h ^ ^ — V 2 ~? V 7.M±$:i£ 

m-tZZLtiZ j: »J, ^ ^^I/^^SMfJlC^oT. (homogeneic) h5>^^ x 

— y 9 "7 * ^ # f# e> n § „ 

[0143] 
[0 14 4] 

H h C T G F ©m242^rSf|252§ B © T ^ 7 ^BH#I (Cys-Glu-Ala-Asp-Leu-Gl 
u-Glu-Asn-Ile-Lys) iZ$>t=.Z> *<zf?- FS/ >-k-V-J if- (Applied B 

iosysteasftg!) £^TS2£lCt£oTlir/£Lfc., ft&SftMftJK i: L T 
^ K$:7D>f > K^^TS^rLA> h (Freuind' s complete adjuvant) £ £ % 
{Cxv;^a:Wfc;Lfc%tf>£:fflv^ 0 F (0.32«g/kg) - ^ 

>F**7>f h^i^ (NZW, Simunek, Inc.§g) (DfeTlZ 1 H@ (0.8«g) , 1 
^ 4BS (0.8«g) , 3 5 H@ (0.8mg) &tf4 9 0S (0.8mg) £ V\ s> ISBg&tf* 

'^□-tMdgG) SrWIgL^o thCTGFC^nSM^ EL 
I SA (Enzyme- linked immunosorbent assay) JkTfV yrfU v 7- J y 

iz^vmnhfr. 

[0 14 5] 

< 2 - 1 > m v mmm^mm^mmm 293 T*<D-m&$£m 

fchCTGFfcn- KfScDNAS:PCRS5:M^TM(Cj:»JiS?bfe 0 
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thCTGFOcDNA (The Journal of Cell Biology, Vol.114, No. 6, p. 12 

87-1294, 1991) ^mizm^vt^^^^-^m^x^miytco mbtifcmmm 

j& Z- fr tt K hC TGF<7)c,DNA ft:/?;*?. Kp c DN A3.1(-) (Invitro g ent± 

-tt h Wm&3f5^H^MSS^293-T (ATCC CRL-1573) £^gigg|Ufc 0 7£@if£ 
t&mfl&£. Ml?figifcASF104 momttm) tfT'3H^#U ffi^thCT 
GF^-jg-ftlC^Sitfe,, thCTGF©^^, 1 T'il U >K U ^ 

V h -1 -fC#tU 0.3Mtf>NaCl/PBST?gfc*£L£^, 0.5MGDNaCl/PBST*8im L 

. Sl5MltlhCTGFB^^ 0 
[0146] 

<2 - 2 >fcl h _h^lBl!S^HelaT*©^l8^ 

g&B5«<2- 1 >£Hr8iO!>#8jK:j: y, HhCTGF^n - FfScDNAS: 
PCR&fcM^T^&lCj: y WjRUfc. #e>*l£«IRflK«€:#tr h C T G F © 
cDNA&T/^;*^ Kp c DNAS.l(-) (InvitrogenfrgJ) iZffiAVftm'*? $ 
-SrflMftU xU* bUtfls-Zs3ZslZ£ y % i^^^-T't h±^*HJaS«He 
la (ATCC CCL-2) fc^Rigglbfco 7£fflfe$S*WJB& £ > Geneticin (0.8mg/ml ; GIB 
C0-BRL*±Jg) X.mo%Vi/ffi!&lfiLm (fetal calf serum) fc-^-T 5RPMI1640Jg 
i&tpX'ffiZmmmm't&Z.Z.lZj: y. Genet icinWft^SC^ifcaMS* D - > &3B 
ML fee ^S'J£*l£7£fCi£g!*Wfl&S:. Ml&?t^ASF104 (Wc©i}i*±§g) fpT'ig* 
U Ml;it: hCTGF£lC#g35l3l±£ 0 HhCTGFOOMS:, HifsM 1T*M 

T -iCgtU 0.3M<Z)NaCl/PBSTSfct£b£:^, 0.5Mtf>NaCl/PBST*?§m L 

[0 14 7] 

3 $flg|^.V^XCTGF<Z>i®ig 



miE#¥ 11-3009560 



10-356183 



86?gtf>V^CTGF £3- RfS c DNAIB^J (#g§^5-255397#^#, Ce 
11 Growth Differ., Vol.2, No. 5, p. 225-233, 1991 ; FEBS Letters, Vol.327, 
No. 2, p. 125-130, 1993;;&.tfDNA Cell Biol., Vol.10, No. 4, p. 293-300, 1991 

[0 14 8] 

*mffiMiz&tfz^s ?u-^jvffifc<DWFmiz. mwtrn.^ (sa#) annexe 
y\?7v? ¥±ttmn. i6 6~^74i, 1992^) 

Rz?m?u->mtiim%imftAm &Mmwt>mfa mmitatf. 199^) 

GFIt |lllM3t'iglMIxY'?^CTGF^^^fc„ 
n^L&m^tVXlt. ©iE^V?* (BALB/<ry"?X, Jig, 4~5jfitv, ^TO 
(§g) ) , (DiES^^h (Wistar^y K J& 4~5Mt&. #|S9 
m%Wi^ y * - (58) ) „ (DlE^Nvk:**- (Ar»enian/\A;*#-, & 4 ~ 
tfUoo (§g) ) Mtnc®iffM©#&£/S^T§^L£:fc: bin. 

foMQLb^y^PzL — y*;*????. (Nature Genetics, Vol.7, p. 13-21, 1994 ; N 
ature Genetics, Vol.15, p.146-156, 1997 ; 4#^¥4-504365-S§-£t# ; 4#^£7-5 
09137-^^ ; nmVJ^y?^ 6 M ^ 314 0 ~jg 5 0 H % 1 9 9 5*fM§^CfB 

[0 14 9] 

<4- 1> hcTGF^; vu—f-jhtjHbm£.j\4'7v F-T&mm 
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«2-eW«Lfc»#»«ffl&*fc hCTGF (1/ig/EE) &, S^7n>f>K7 
h (Complete Freund' s Adjuvant) £fc%K::7y KA'y Kfa&IJ^'S d 

^jc*»;*jia (oh) iara«jcraffliftiLii hctgf 

1500 (GiBC0?±§g) S:MVNT^M^$-&sr £ic<fc y/W:7y K-v£^§gL 

0 JCR No.B0113 ; Res. Disclosure Vol. 217, p. 155, 1982) SrJgV^ \L htfiifcM 

/X63-AG8.653 (ATCC No. : CRL-1580) &JgVNfc 0 

/W^"y 1 0%©^^^jfii^ (Fetal Calf Serum, FCS 

) t75 J 7tV >&-£W"*-*HAT-£^ASF104Jgtffi (lft<Z>X (§g) ) 

CTGFlC*ft-<5HJ&44S:. tltSEL I S AlCj; *J MiS"^ Zl £ Id J; y^-* 

^ [0 15 0] 

lE^V?* (V^ hCTGF^y^n - lCOV>T&, 8-64-6 

, 8-86-2, 8-97-3, 8-149-3&m5-38-l £tfr£ n -> (0 1 ) „ 

/W K-V^n->8-86-2^t?8-64-6ii^{C, 9 # 1 2^18 

1#3#) lCH|gS^f£L£ (^P->8-86-2: BH^WK##FERM BP-6208 ; 9 XI — 
>8-64-6 : ®|^WK#-^FERM BP-6209) „ 

t h£t#j^£ h^>x^ac^y (b: hiftt hCTGF^; 

M#) tCO^Tte, A4.3, All.l, A15.1, A29.6, B13.7, B22.2, B29.6, B35.1 
. C2.1, C26.ll, C59.1, C114.4, M32.2, M33.3, M84.4, M107.2, M122, M124,6 
, M194.2, M244, M255, M268.1, M288.5, M291.2, M295.2, M315, M320.2, N45. 



8 8 



ffilE^ 1 1-3009560 



4t¥ 10 — 356183 



2, N50.i&tfN60.ii:ifr£bfc* n->£#£ (01&tf@2) „ 
[0151] 

n^zfV K-V^n->A11.H±, sfrfci 0^9^ 2 5 H#-e®^jgm«Xm 

Wftbfc (HI^WKiS-^FERM BP-6535) „ 

J\^7~V K-V^n->B22.2, M84.4&tfM320.2tt^K:, ^J^lO^l 

<ra-Tgl#3f) JCHIR#ftUfe (*D->B22.2 : BRg«ff##FERM BP 
-6598 ; ^ n - >M84.4 : ffl|gS^f£#-Jf FERM BP-6599 ; * a - >M320.2 : 
^f£##FERM BP-6600) . 

£b£ 0 

[0 15 2] 

<4-2> ^YC/XCTGF^y^D-t^iM^W^'J 

7^CTGF (2^g/C) Si7B>f>K7^>h (Complete Freun 
d's Adjuvant) £ £ % JC 7 y K/N° y K fo%LMi>Z> Z. £ iC «fc »J %?J[m (OH) 



ffllE^sp 1 1 — a n r» o k « r» 
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fee 

— ^>»Ogfr^^g)^LfeU >A'fflf^ l }fla^v»^<xa- - VigBJ^P A I (JCR No 
.B0113;Res. Disclosure Vol. 217, p. 155, 1982) t. £ 5 : lT?*g-£U gft-& 
LT>KU l/>4Ty n-;U4000* fctetfU a:^ U zr-;H500 (GIBC 

A>f^U R-VflDSiRfcjU 1 0%©-i>*/j£jfcjfitft (Fetal Calf Serum, FCS 

) tr^j y^y >Sr^-rsHAT^ASFio4«* (i*©^ («) ) tf-eig#-r 

[0 15 3] 

^CTGFfcMf S&JSffi£> I S AlCJ: y iNDg-TS £ H IZ J: y# 

iE1!f9yh (^yh^v^^CTGF^/^n-t^) icov*Ttt, 13-5 

1-2, 17-132, 23-96, 24-53, 24-67, 25-91, 25-101, 25-256, 25-338, 25-410 
3fctf25-463fc#£Ufc*n->S:#fc (HI) . 

Ji, 2-228-l£ffr£L£:?n (® 1 ) „ 
[0 15 4] 

<4-3> ^E^n-t^MiA'f^U K-v©ELISAiCi:3X* U -n 

mmm<4: - 1 >&tf<4 - 2>r^f o£elisa&, riB<z>£;&y-e&£o 

H^M2T'MiSLfe^^.t hCTGF (0.2/tt g/^oi;i/) * liUJfcftl 3 
mmLf^mM^^^CTGF (0.2(i g/?:n;i/) £, ELISAM96^T-f 
*n:/U-h (Corning) *±$g) ^JVIZM^.. ^UX* 2 t$f^ 

200/* 1, 3%BSA^y>»«««) £;&0;tgMT*2B£|ig>f hb 
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, CTGF#ijg^LTV^V^&&:/ciy* Lfc 0 #?x;i/£. 0.1%CDTween20 

- hfrf£ f%I,fr.„ 

#^:n;WC, #*©/W:7y K-V0)ig#_t?ji (100/al) £;&0;l. 4 0« 
m21*f^ &V*)V$:^ 0.1%©Ti»een20S:^i-SU>^»?g200Al"e3ia 

[0 15 5] 

y^D^U>St^ (50 rvi/tAtl?) lE^AX*-^©^/ ? 
n - >f^JK-7 tf>*g# _t?jf £ ia r=. v x ;i/ jc tt tf * > t?«» 

Lfc-V^fift^A** — f Ay >fy >£t;# (50 #1, Cedar laneftjg) £fc 

:/y>m# (50 a l, V*>n-UylrM±m) fcitJ*:. iSTti W 
[0 15 6] 

V>f^D^U-h5:, 0.1%Tween20$:^-r-5U ?S/jfil 
mT;i/^^> (BSA, lmg/ml) fc-^-T £ 0.5Mtf)NaCl h20MM(3DHEPES^ £ & 

(PH7.0) T'1000^{C#^L / ^Xhlx^hTlf^>-/3-^'^^ h>>^--fe* (Str 
eptoavidin-/3-galactosidase, 50 jti 1, Gibco BRL$fc§§) ) fc^- 1 ? x;WCin;i, 

7^V>T?, T>f^D^l/-hS:, 0.1%Tween20£^;£-t'5 U >^^®?ST*Sfe#^ 
, l«g/«l©BSA$:-g-^-rsiOOmM©NaCl, l«Mtf>MgCl 2 &tf 10«M£> l J >^Jg®?g^ £ 

(PH7.0) T'^WLtc. 1 %<D4 -^^^-^^^U -D- 
ytf^^hS/K (4-Methyl-uiabelliferyl-0 -D-galactoside, 50/ttU S/^T (Sig 



£BffF#$l£ 1 1— ^ n a c e /-x 
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ma) *±§g) Z&VzifyKAUZ.. ^i&TT* 1 0 #H>f ^^a^- h Lfco ^a^l/ 
IC, lM©Na 2 C0 3 (100/* 1) £#D;t, jSJS&lt&fco ^«460nm (Ifrjg : 355nm) T* 
©M^^SSr^^^-n^^^^II^^f ^d^b- (Fluorosc 
an TT microplatfi f hinrnmeter, ~7 U —ffltPZff] (Flow Laboratories Inc.) — (|g- 
) ) T*iH!l£L£ 0 

[0 15 7] 

<4-4> ?U-i-J];tttiL<D*Mimm 

icrj!-K7^ m. 7 — 8 mm. ^*-/i/xyn-tfcK) k % mibcd^- 

^©A^'JK-T^D-^ (#* 1 0 6 ~1 0 7 f@/0.5ml/V?>0 
[0 15 8] 

<4-5> *n-^/i/m#©*f§g 

0.06M©^^«M (PH4.0) T'3-fgtC#${U lNOi&MZtiQTLpHlt 
4.8{CH^Lfcc r^VN-l?. jj^VJim (Caprylic acid. ^^M^XHJg) B. 

tki mi {c*fLTo.o33muc^s<fce)ic^?sT'e^#b^^e>^b , roin^., m 

#L^f.3 0«fe$tfc o &V^> mfofrM (10,000rpm. 2 0^) b 

3»*fft, ?»7>^-?A (26.2g/100ml) l> & #&Sl> L^o**:, ^ 

f#L/^^e>4TCT'120^RjSS-ti:fe„ #C^T% &b&lt (10,000 r p m. 2 0 

[0 15 9] 

<4-6> y>f v#-f 
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•7 ^ m&(Dffi tbCTGF=E;^D (8-64-6. 8-86-2. 8-97-3. 8-14 
9-3&tfl5-38-l) ©#>?07-f V*-f ^$r^bfe 0 V^f tl* I gG 
Srh#flt§g$*ifc (SI) o 

**t») £Mv>. St^rv Mc»#©H»Ji^n h3-^/»cfl!oT*f^S:ffv^ 
fa^©fc: h^#jg£ h^>;*^:r- y #^i7;*ft5fe0>fc: hj/tk: hCTGF^ey? 
□ — ^-;i/fit^ (A4.3. All.l. A15.1. A29.6. B13.7. B22.2. B29.6. B35.1. C2. 
1. C26.ll, C59.1, C114.4. M32.2. M33.3. M84.4, M107.2. M122. M124.6. M19 
4.2. M244, M255. M268.1. M288.5. M291.2, M295.2. M315. M320.2. N45.2. N5 

• 0.1^^60.1) <7>#*©r>f v# -i^Z&feh v^ftit»i gG2//ct**5 

[0 1 6 0] 

<4-7> T7 J -^J -X^^CDftm 

NHS?gfif[:A^f5>y^5A (HiTrap-NHS-activated Sepharose HP. 5«1 

0.5M<7)NaCl$:-g-^-rS0.2M<7)j^^^h U i^A^M ( P H8.3) ^iC^Lfc 
iIM<4 - 5>T^igbfc ; E>' ? D-^-;i/m#:8-86-2 (lOmg/nl-fe 77D — X 
^ ) NHS?£tt>ff:7W h^y:/#^-MC&Al/fc„ 2 0 "CT* 4 5 #fSM*S£-fr 
. ^n-^-;i/^8-86-2§:NHS?S'f4'fb-fe7 7'D-x{c®^^bfco 

=£J *n--*-;i/£ift 8-86-2 fchCTGF. 77^ C T G F&tf^ y h C T 
^^Zftm-tZZ-tlZ j; y, thCTGF. 77^CTGFM7>^CTGF 

© v % -r n * ffs -r § 3 h & «r te t* & & „ 

[0161] 

<4 - 8> 77-f-f-f -?D7 h^77>f -CJ:£lftlLI&&CTGF©lS(K 
kl hCTGF$:|§^-rs^^Hela^i|g (HJgflK 2 - 2 » . 77^CT 



9 3 
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7A^n "7 Y 7*7^4 0.3M©NaCl/PBS7?^L^^, 0.7M£>NaCl/PBS 
T*?gffiU UK V^X&tf^-/ S0CTG F#*©5|SW§»fr$:f#£:. 

>^«$t (PH2.5) T'ilfiU 0.75M©Trisj$ffi$[ (pH9.0) T?tfi5ftJL£:„ m#>fc 
»ffi«%U>Bfc«**T?38#fL. iffttfiW«Snfci«iM.li hCTGF, v"?* 

tK 'WX&Tf^y h©CTGF0DV\'TniCOVNT : foj^38kDa#iaic 
7t>K#ttfflSnfc (03) o 
[0 16 2] 

<4-9> W«CTGF©0J»i|ISi{E3i?Stt©tt» 

^»«< 4-8 >vmm l t^mmm*. ctgf #£4MStt lt & & 

S:«»"r « fc«>, # * ©8SC T G F ®ffij£«&{£?ijStt feil^ 
9 ?u7ls-hZm^T. 59h WKffili^lM&NRK-49F (ATCC CRL-15 

70; 2X1 0 3 /9i^ 1 0%tf*/j|&JiajfoW (FCS) ^DMEM^i 

^3 H^*bfco mm±mzjuvm£. DMEMmi&v imm&&. dme 

M««I(pT*l H«PSIUfc. *M^T% #*©*at2&K:#a»l£ (100. 50. 25, 12. 
5. 6.3&tf3.1ng/ml) ©Wi&ffiglx. C T G F ZWiM L T 2 0 |a|l$* L fcffe, [ 3 H 
] -Thymidine (3.7kBq/# x/l/) SrSSillbTS 6 l$W^f§|Lfc. £ ®IK ( 

IT, IHlfiftJCStya^nfc [ 3 H] -Thymidine©* ^kWLWi/y^^ 
-i/myjjyy$- (^y*V>*±§g) iCTM^bfco fcfc. *fM£UT. CT 
G F SrSfodtlii'^llH^lC LT^iL/ti^O [ 3 H] -Thymidine© Jfc&^&flifJgLfc. 

o 

*£*&B4 Cat*-. UK v^&tf^y h©v^n©W»*HSi;tCTG Ft) 

tB&«J*0TV*S3fc#j3*3nfc. 
[0 16 3] 
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<4-10> 3SXMJfctt 

tv7&<D£$izisTmmvfcm*<DifLK hCTGF^y^n-t;^ (lO^g/ 
nl)&tf^?*CTGF^/ ?n-^;i/^fls (10#g/ml)CDfc: hCTGF, Vj7 

T*t»UfcliK V^X&tf^y hCD«liiiCTGF0#>?5:, (A) 100 
. 30;fttfl0iig/well % (B) 100, 10&tflng/well(Z)$g|gT? zi--5^ >^ L 

fc;fc, (B) ©Sttftjcfc^Ttt, IS^^flBttlfcfcbT, MlfcfcMiftli 

h7>^i/x-y # v"i7J7>jC % K L H (keyhole 1 iapet hemocyanin, tfT — X (P 

mm (A) T*<Z>f>WgJ|l$:0 5 73r^0 7fC. (B) T'©Ki|gS?:@ 

8MB1 0tc^-t o 

0 O. 3 OMl 0 n g/wellT©M^S:^t-. ^it^lCfcttS^jS-ftJi, 
^*U000J^_h(Z)^li TOj 500J^_hl000^^©^li TAj ££500 

0, lO&Uf lng/wellTO«*S:^-r o «3fe3*£#1000 
JK±©tS-^tt TOJ 500J£*-fcl000*»CD»-&tt TAj £ &500£&<Z)«£- 

[0 16 4] 

<4-i i> cTGFnm*fflmt<Dffi&<Dmwffiit 
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# 



m&nmzztz <fc *j c t g f •&mmmwizm J *-t z ^ t &w mz & -=> x v^ & ( 

Exp. Cell. Res., Vol.233, p. 63-77, 1997) „ fit', ftflEtf) <fc IC Itil 

s<f=.o ^«TIB<4-ll-l>^rM<4-ll-3>JCiH*-r-5 3 SSI MV^ 0 
[0 16 5] 

<4-ll-l> hWBifi^il^JmiS«293-Ti:(D^CDiaS 

: 0.5#g/well) ©^.^ x /l/Kl, l&IH<Z) <k t) IZ ITU 
SgUfcfc: hCTGFlC^ft&^-tS^SOD^y fU—t-Aififa (0.5/tg/well 

F®j£ffcV-f ^n^ly- h (Z3-^W : 0.5ittg/well) :n;MC % 

ItflH© J; -5 IC LTMSg LfcV^X C T G F icH/SSfc^"^^©^ 7 * O 

(0.5/ig/well) ^iD^fc 0 

[0 16 6] 

&ZfU- t-tf>Jt?t£l&V^^ #>>3i;i/jCBCECF (2' ,7' -bis(2-carboxyethyl) 
-5(6)-carboxyf luorescein tetraacetoxymethyl ester, ^l/^a^-^D — ^ 
*±) T^H&bfcfc: hWfiiffi^ll^Bat*293-T (ATCC CRL-1573) (5 X 1 0 4 

&mMM*v&£i,. i%np-4o^u ym&mm aoo/ii) sriax-r. 

ECF<Dmyb&m*7J\'*UX3rV>ll'?>( VUZfU- b7MD^-3!- (Fluor 
oscan II microplate fluorometer, "713— #f*&/?T (Flow Laboratories Inc.) 

^5:01 llc^-To HI r293|BJft©|£-£|Hfr'igtt 

j ©fSlcfSB&ttLT^Lfco Hi ®^^fi|{cfev>Tl±, roj Sfti^tiot 
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[0 16 7] 

<4-ll-2> 77 b W»ft*i»lll^«lllfi3»NRK-49Fi:CD*g-&©iaS 

S fei fcflK 4 - 3 > h L TfEg 1/ /c*fl&*. tihCTGF BUfeflST^ » P "f 

I/— h (n-f>f>yiS: 1 yttg/well) (D^-tfa^WC, fffSB© J: 3 IC LTlfg 
Ufcfc: hCTGFlCSlSttS:^^r*#3E|©h: h *E J V U — (ftfeftft : 
20, 6*fctt2/tg/«l) &*n^.fec 

#^7x;i/lCBCECF (2' ,7'-bis(2-carboxyethyl)-5(6)-carboxyf luores 

cein tetraacetoxymethyl ester, : EUJra7-7 f n-'/t) T'IIL/fc7*;b 
• W»ft**SH6^«ffJfi«cNRK-49F (ATCC CRL-1570) (1 X 1 oV^ac^) SrfllJ*. 

w-mmmzmikis. i%KP-4o^mv>mmmwL (ioo^o &fln*.T, ^i^- 

ECF(Z)^7t^^$:7;i/^-nX^r^>IlV>r ^nyi/- h7MO^-^!- (Fluor 
oscan II microplate f luorometer, ~7 U —'GftgtJft (Flow Laboratories Inc.) 
(g) ) 5:ffiV^tlSbfc 0 

^ „ KLH(keyhole liapet henocyanin, fc°y-;* (PIERCE) *±g) Sr^fcjgbT^g 
M©*fM^ilbT, CTGF^3-f-<>^L&^>f^D7°l/-h 

o 

(%) icgi^LT^Lfec 

0120^02© rNRK-49FMflS©^IS«?S'f4j (DffllZffimth 

r^bfeo ®2©^^fflicfew-& roj pp&, mnm**>vXMf&<D&M*mm 



Q 7 



^K^^feai i i — s__0 O 9_5_ 6 0 
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[0 16 8] 

<4-n-3> m^mMnoy^^omM 

20/tg/ml) &;&n*-fco 

6 0^#fit, #^1^- b<D±m*&^fe&> #?:c;WCBCECF (2',7'-bis(2 
-carboxyethyl)-5(6)-carboxyf luorescein tetraacetoxymethyl ester, ^l/^f 

( 1 ) hi hlim&IR£3 £ !IIIl& (NHLF2837 ; Clonetics§g) „ 

(2) H h#^ffi**$fflflSI*MG-63 (ATCC CRL-1427) 0 

(3) ^>y h^ft^H*i^^NRK-49F (ATCC CRL-1570) 0 
#S£#fflflS£l&£b> l%NP-40-&WU>*tt«* (100 /el) fciUAT, 

hfc^JSUT^SilWffi&TSifrfcLfc. jWllfil*iWK:J:y*§l±lll*JCiiCfflS*lSBC 
ECF©&3fe»fi«::7/l/;rn;*^>IIV-f *D:/l/-- h7^/*n^-jf- (Fluor 
oscan II microplate f luorometer, ~7U—lffi$Zffi (Flow Laboratories Inc.) 

(») ) S:flav%TM^L/fco 

, KLH(keyhole limpet hemocyanin, kfy-* (PIERCE) *±lg) 



*g^*s (%) KifcjrUTasUfc. 
[0 16 9] 

<4-12> tfif*jfi«^©3fcX£Ji&tt 



9 8 
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iSflgjfe&^^tf-fr^WHHL (^-'jx>^;i/gSTO ©i&jlll8Mfc*&*?4W# 
TfHK^^S ^^iZ^^^T.'r^y^V- h (Vectastain Elite) 

m®ft*Tt 2^13036 U 3£4i^> #3Rjfii» (PBS (10«l) /jfo 

» (150a* 1) ) T'3 0OTI$ffe„ #^5:PBST«, l«C«t#fcb 

fa (9 U-y : 8-86-2&tf 8-149-3) , lEfc^y h ft*©tfiV#*C TG F^y 
*n— (* n-> : 13-51-2) £fcttb: h#t#g£ *;x — 

# hCTGF^; — *-Mri# (#n->:A4.3, All.l, A29 

.6, B29.6, B35.U C26. ll&tfC114.4) 1 0 ^ g/m 1 *5V\»A>f 

[0 1 7 0] 

&V*T?, PBS-e^b, (100*1) 3 0^ 

#1*1/ fc. — UTlEfitVtfXft3fe©ffifc hCTGF=E; vu-± 

^^y-^^C^bfeSroji^tom^^T'l 0#fS#SU 
PBS-egfe^Lfe^ 100 If (PBS (5ml) / 

/<^/*d(p*/df--e«»rifS?>DH (100*1) /If;*-^>'ffc3iB*ffc*JRH (100 
til) ) £#03:3 0#Hg#gbfc o 
[0171] 

PBSWt, DABM (* (5«1) /mmmWL (100*1) /DAB (^ 
7^M>^^fh7tKO^D7>fK) mm (200* 1) /jg^7K^?K ( 

100*1) ) &ina., 2~iowfLfe t 

^7KT'5^^#bfc^ 3fA1f (Gie.sa) f£&& lC «bi!fA*ra£fi : o fc = 



Q Q 
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# 



left, &At*tife&Mffityftzioox.moote<DmmKTmmv, *g*&Bi4tc 
j omizmmtLTBLtc. mi<omwimiz&^Ti$. mmw^^^nr^m 

Hrli roj Jfi*^©Jfeft^l|v^*fctt|feftsti3&^ofc#^tt rxj & 

^-;i/*a^7?S>S^ D->A4.3, All.l, A29.6, C26.11&tfC114.4. MtftClE#^ 

* bft^oiv^^CTGFt; *n-^;i/m#T?& 5 *n-:y 13-51-21*. v 

[0 17 2] 

<4-13> CTGFMMKlJ:&^flM*fi<Z>IEW?£tt 
t8fSBHliffiI<4-9>(Z)g*|ft*e^35nfeJ:^lC, CTGFtt, (tiU. 

[0 17 3] 

<4-13-l> C T G F &£&||lll&&*tt<Z>H£| 

hJ^i£&0&3fcli^M]Jfl& (Neonatal human dermal fibroblast, NHDF ; Be 
cton Dickinson^) £ - ls"&%m U S/fl&JIElfilW (FCS) & ^DMEM 

EfttHKT? 2 EF8fci£16, t: MGF-/S (Transforming growth factor ; lng/ml, R&D 
Systems^) SDMEM^S:^ $ P> {C 1 B^Lfe- 

if#±?f fcHfJ&U ^\^U>^7^A (HiTrap, Pharmacia Biotech§g) iZ&jM 
Ltz 0 #^A£0.2M<Z>NaCl/PBST?gfc$^, 0.6M©NaCl/PBST*:*7 9 <MC h ^ y ^ £ 

fee 

CTGFtt^y ^Mt'feSli:*^, AA'J >#^A£;gV^Z:£K<fc 



10 0 
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[0174 ] 

<4-i3-2> mB&mm<Dmmft& 

9 67tV>f^n^-^-^l/-MC^^ hWBtSffc$&^Mi*NRK-49F (ATC 
C CRL-1570, 1 X 1 0%/well) ZMZ.. 1 B^Lfc„ 7M>T% h&FC 
S£^£&^DMEMig;&T?2ISi7fci#>Lfc^ £e>lC10i&*L£o tfCV^. Ba!H<4- 
13-l>ti^lfcCTGFt>^I/ (DMEM^^ICJ:S20^#^) &tfiufBT*^ 
• mhttmm<DffL\l hCTGFH h=£J 9 U - i~ Jltfifa (S#SigS : 20, 2 £ £: 

li0.2yttg/«i) ££3 0ftfflfcfo2^fcm&yB*&V*Mzljax.i 8B£fSi£*b 

feo r&V^ #^ni;i/lC, [ 3 H] -Thymidine (3.7kBq/^7 UT 3 £ IC 

6^^*Lfeo jjSfflflg&miR (A-^h) bt, MftlCJfcy&£*lfc [ 3 H]- 

as;&tm -r ±ib £ raw fc u t mm & t? o & . 

^ *§HI£H1 5^01 

S ?g 14 £ ^ U r i: & S « * . 

hCTGFt h^y *D-^-;i/£ntfM±, t MiHt^«IJfi©ii31S:^* 

[0 17 5] 

<4-i4> mtr tr>y 

hCTGFt *n-^/l/ffi##4«ttC*gr&-rSfc hCTGF 

1 ^ 1 Hl»r**:T|* - - ~ f | | | | 0 
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(111) 

?a — (o.3Ag/50/ti/weii) tfmfeitZfrtz.ifLfamfefc^J ?W7ls 

[0 17 6] 
(18 2) 

FERM BP-6209T*^ga$tlS/N^yU K-TJCft*i*<5- ) 

hCTGFH * O -^-;i/#t#All.l FERM BP-6535T* 

CtFlfltC] 

JaU hCTGFH h^E/ *a— ^;i/#t#X59.i (@B#J##1 0 lCfB^£*l£7^ 
(X@3) 

15ng/well) $:in^TmMm^iJ5&Ji«)fe^ Ii2t«»lfe*^©il* 
y^n-±;i/m# (0. 1^1/50 ft 1/well) £fln*T,£j£;£-li:fco ^kE©^M<5- 



10 2 



ffifE#¥ 1 1-3009560 
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S460nm : 355nm) 1?©^^^$: 7;i/^D ;* - # -lC<fc 'JI£tfe 0 

[0 17 7] 

ft^tSt hCTGF_t©3P& (xfcfh-^) fcfljastlfc^ PU-±)lift{b 
tf^i-St: hCTGFJt©SP& (aitTh-^) ©MIKHfe#bT, TI2 (1) #M 

(i) v>f *a^i/- Mca^ftbfc^y ^n--^;i/*rL^^-^-rsti hCT 

GF_fc©»fi[ (xtTh-y) fcflSBStlfc^ ^n-t^WIS^tSt hCTGF 

& *g #> T if n \z j& v * d k. t. & £ . 

GF_t©SPf& (Xtfh-^) fcWIRSJlfc^y ^U-^/l/ffifctfl^-r** hCTGF 

^ 3T*M5££*i5m^&S©<ekMBv^i:h&So 

(3) v-r^D-^u- Mcgjtftbfc^ ^n-t;i/^^tst hCT 

GF_fc<Z>3P& (ifcTh-^) fcSlSBSftfc^ ^D-t»^tSt: hCTGF 

? □ x^m*. z>z.nfrib. Jim 3 t*m^ $*iss^ti©fiit 

[0 17 8] 



1 rv o 



"lritT * - 1 1 1 1 ■ 1 o 
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r (b) j : mix-mmui^tLxm^ r^Bj T*fesjii:§:si**rso 
r <d) j : mmxmmm^£Lxm^ r^Dj r^s^i:S:St*"ts„ 

r Aj : r^Aj <D^b-Zftim—&t~lZm ! £m—<D3LVh--7X2b$>Z 
r Bj : r^Bj <D^b-Zf£m—$-frl*m$m-'<D^b-ZfX2b2>Z. 

© x tf h - V i: £ x tr h - zfX & £ Z. £ £ M m "T £ . 

tb/Cj : r^Bj ©xtfh-y&tf/sfcfcfcJ: r^t#:cj ©x^h-^i: 
1*5 — * t£« m — <D x tf h - zfx & Z> z £ £ Mm -t Z> o 

r a-/b j : r#£#;Aj ©xif h-:/tc^&g<z)x^ K-d 
^ r ^Bj <D3i¥b-zf£m— ikt=.izm2m— e>^\? b- ?x %>&?.£ ZMnfc? 

±ma^(7)mm^m^. ±m£mmteMmzm?2>&<Dx&z 0 

[0 17 9] 

< 4 - 1 5 > mmmBRz$Mmmmmztt-tz>t&m®%: 

t =& % b ti s *§3i^ift#^cz> -» * b © -bp & m-t * ^b^e ^ t* & 

& fs^-t £ <Z) T? & & . 
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[0 18 0] 

<4-i5-i> ^m^^x^e^;!/©^ 

B6C3F1V?;* (HL 7jl», #^6E SLCSg) ^> h (Pen 
tobarbitaK 50ng/kg) fC^Sjggn^T'^MWflSlC £ U £i&0£||§Kbfco «feV* 

©MUfc-WEfLfc (UUO, Unilateral ureteral obstruction) „ ^^^g©^. 

[0181] 
<4-15-2> mCTGF^Ey ?D — ^l/^flslC J: 

9 n-^-;i/m^M84^fcttM320 (f&flB^ifcWeWSL 5ng/kg) 

(Dvy^jinhf^o »e>*ifc»«IH«-9->^*(Z>ii Kn^rJ/^ny > (OH-pro 

line) ©^^S:gS#©^^lCt¥oTlR!l^bfe (Analytical Biochemistry, Vol.5 
5, p. 288-291, 1973 ; Kidney Int., Vol.54, No.l, p .99-109, 1998) „ 



10-35618 



N 1> 



[0 18 2] 

(1) ±^©uuo (JR^IS^S) £J6bfcv*;*icy >lft»ttf£<z>& (v^ 

(2) MJ»©*fTV^uuo&3»st*K:||«[ais&tt^LfeiE«-7'>^©#-&. 

(3) uuo&ii 3 jfevvEfiTv 

rfenidone (Kidney Int., Vol.54, No.l, p .99-109, 1998) (jj$500mg/kg) £ 

ffllT't^btTOMi (Will 50kg©S#^©4HI^CD#-^lCgim-rS 
[0 18 3] 

<4-i6> hcTGFt: v^j vu-±)\,mib<D*Mttm¥\jk.T$r^ smm 

^tSlI (Heavy Chain) GD«T^«£& =»- K"T £ c DNAIB^K MmCig^ (Li 

ght chain) (D^mM®R& feign® * zi - \? -t & cmmm*Tma>£oizLT 

'f^JK-V (^n->:A29, C26. C59, C114 i #:tJ f M295 ; #^*?J5X10 7 MJ^ 
) M^ll, **Jft*&ISJKU #^£PolyA + RNA©»ffiB££T*-8 

[0 18 4] 

#*©7\>f :/U K-V^e>©PolyA + RNA©fi&ffi, Wgtt, 7UIK©FastTrack2.0k 
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it(INVITROGENSg) &«V>T&©,fc O K IT L£„ tWB#*©#*§ifflfl&&, 
$fftt8rK (Lysis Buffer) lc*jWU POLYTRONIC J: yffljfc&SMSU Bf»fl:S 
-££o t*^i8ft%&45^W , >*:i^-$/3>bJMk Oligo(dT) cellulose*: 
tia*.1fomiBM*>iMZ.mWtLt~. Oligo(dT) cellulose»SfcgM£. PolvA* 

RNAfcEllution BufferT*?§ffi£-t»:£o ?§ffi b £PolyA + RNA£x # y -/l/ifclRSii' 
, 20/U©Tris-EDTA«f^JCig§pbfc. #e>*lfcPolyA + RNA0>a^&. 260nm©?& 

ST- ©iftftg &»J£"f « r i: ic <fc y ^ b fee 

[0 18 5] 

#e>*l£PolyA + RNA£#SM£: U TfrlfcCDMarathon cDNA Anpl if ication Kit (CL 
ONTECHSS) SrMVNfeRACE-PCR^tcfcym^tC^UcDNA^^bfe ( r^^iffg 
PCRSj-3S«i:*fLV%SBBj > 1992#^2«a, ftS£ffilS*^tfc»ff, P. 13-15) 
□ BP*», #*©A>f:/y K-^7^5|t§?bfePolyA + RNA (173rM5^g) ££IM£b 
T, 1st strand cDNA;&tf2nd strand cDNA£JK#C-£j& b£„ Wi c DNA ?c „ 7 31 7 

EJ-roftiaitCgtLfco #C^T% cDNA£:n#y-;i/tfcM£-fr, T#y#-DNA (gB 
#I##25) {CitM£-fr£ 0 ^^tl^DNA^^^l^SOjC^b^^CD^^MhL 

- K^S cDNA£f|§gbfco mM^lC^SPCRlCte, SH#J#-if 26lCfB«© >^-f 
V-£J§V^ 0 m£M£^C-&5PCRlCte, MH^JS#27lcia*©^^-fv-$:MVA 
&. 

[0 18 6] 

#^©PCRjg^$:T^n-X^;i/«^l&T^®b, DNAfctmfcbfc. #£>*lfc 
cDNAtf)ife3SgI#lCD8^$:. 7fjB£©DyeTer«inator Cycle Sequencing FS K 
it (PE-Applied Biosystems§g) &tfPRISM377 DNA Sequencer (PE-Applied Bios 
ystems§g) £ M V^fTo #B2#I&}£ Sequencing Pri«er£u 

i&^(Z)PCR{ci3v%T^Mbfe^ , ^>rv-$:^MLfeo $e>ic #e>*ifcgB#ia>e> 

Mtyte Sequencing Priaer b $ IC^JS £l£6fe b fe„ 

^©M^CDnr^M^Srn- K-TS cDNAgH^J, (Light Chain) ©nT^^c 
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# 



&zz- K-T £ cDNA@B#k MlWc^#*©cDNAIfi^Jfre>^iPi£;ri£7^ -/ »B!^J 
[0 18 7] 

D~>A29> 

D N AIB^J : m^m^r 5 (>> ^;i/@B#J : 1 75S57, V^c : £ 

S##5873rS363) 

7 s y &sb#i : k#i## 6 (>> y+jvmFi : 7 s y 1 #Mi9. rT^m 

« : 7 5 y ^#-^217$Ml20£^t?) 

D NAffiJJ : B2#f##15 (l/>T±n,mm : £»## 1 #M60, V|g« : £ 
S##6173rM365) 

T^J WLWM : @B#f##16 (5/ tr-Tfrmn '.T^J l #M20 % «T^g 

« : 7^ 7 $E#-i§-2173rMl20£-g-tf) 

[0 18 8] 
<?D->C26> 

D N A@B#| : @B^rj## 7 ( */ ^A/WM : &*#-^ 1 75M57, Vfi : £ 
^ «##58#M357) 

7 ^ y wmm : ib^j## 8 (t/ >r±n,mn -y^j m&-% 1 ttsia. rtseib 

: 7^ y ^#-Sf2173rMll8£-g-tf) 

D N AfB^iJ : B»U##17 it/^A/m^ : £«## 1 73rM60, Vli : £ 
g#-ff-6172^364) 

7 ^ y EftfE^O : 1B^J§#18 (5/ : 7 S J 1 75M20. nTSSIS 

« : 7^ >>»##217$M1218:^tf) 

[0 18 9] 
<?n->C59> 
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D N AfB#J : SB#J## 9 0>^;i/Si2#J : 1 75^57, Vlt : % 

S#"Sf 5873^350) 

T * 7 ^BB#J : BE#!##10 ( >f±n,Wffl : T ^ ^ 1 #M19. pTJEIB 
« : T S J Bft#H»21»gll6 S^tf) 

D N AU#J : Sg?[I##19 (S/^;HB^J : 1 Vli : % 

S##6773rM353) 

y^J W.WM ' SB#I## 20 ($/ p-TflW&l zT^J 1 73rM22, rT^M 

« : yift#-&2373rMll7«:^tf) 
[0 19 0] 

<*n->cii4> 

(3S«l©«rSE1fi«) 

DNAfE#! : BB#I##11 (S/^/l/ffl*!! : 1 73M57, Vll|:i| 
S##5875M350) 

7^; : BJ#I##12 ( 2/ ^**-/l/ffi#J : T ^ y 1 #M19, rT^M 
: T ^ 7^##2173rMH6$:^tf) 

(e*(Z)BrsE««) 

D N AgB#I : m^mmi (i/rmmm : l 73rM47£-^tf, VI 

«c : i&S##487irM335) 

T ^ y S?BB#I : ®J#I##22 (S/^/bBB^I : T 5 1 BMl6£-£tf, 

«T^«< : T ^ ,/Bft#-51773rMlllt:*5tf) 
[0 19 1] 

n->M295> 

D N Agg#I : gS^JS#13 (e/^;i/@B^J : &g#-S§" 1 75M58. Vii : % 
S#-^5973rM353) 

T ^ y KIE#I : BB^J#"^14 (S/^^/BBW : T 5 J 1 75rMl9. bTSEIH 

« : T ^ y»#-92173r3lll7S:*tf) 

1 O Q max*tTrt , , '(100 
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y s j wmm • mymmi o> y±&mm : r ^ j i #M22, pt^m 

« : y&##237?rMll8$:-£tf) 

[0 19 2] 

&£S*lfc#*©DNABI#J«:aSK:, M^fB#I8?#T V 7 htfxy-&J8^T 
, Tomlinson^lCj: »Jffr&3*lfcfc: h>fA;^n^'J > © "T^M^it^©^ 
BASE Sequence (Immunol. Today, Vol.16, No. 5, p.237-242, 1995) 

#D->A29: DP-38 

#0->C26: DP-75 

#D->C59: DP-5 

#D->C114: DP-5 

^D->M295 : DP-65 

<«*v««sms^> 

#D->A29: DPK24 

*n->C26: DPK12 

^n->C59: DPK1 

*n->C114: DPK1 

?n->M295 : DPK9 

i:TJS©Di^(Z)0, MtJfJCD««i:se>K:T«6© J««©ia»cN«« (N-addi 
tion) $:^LTV\S=b(Di:#^.e>tlfco 
[0 19 3] 

t: hCTGF^^XCTGFOtifiDfcftODtV K>f»;f EL I 

S Ajftflfc& 
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<5-i> ffi&mfint'?-(?u7u-h<Dttm 

#FERM BP-6209l?^M^tlg> A >f K-VtC ft 5fc-f&) $:ffiV^fc. ZKP^y? 

ELISAflJ 9 6 7tV>f 9 Xl~7\s— V {zi--y>f (Corning) *±§g) 

(BSA; Bovine serum albumin) V yW&ffiWL (200/tl/^ 

^tb^BtiL&'T'Uyflsfc. tfCV^Tf, ^l/- h 'J 3 E^lfe. 

[0 19 4] 

<5-2> flHfrEJ 9U—}-frm{*<Dfm 

felEm*W xmM<D=e S ?n-^;i/£tftw8-86-2 (fflR&Wfe##FERM BP-6208T*fis 

hCTGF, 7"?XCTGFW7V h C TG F (D^-TtllZ 

^ □--^;i/Jrt^8-86-2 (20mg/ml & 1 ml) 0. lMCDNaHCOg (pH8.2~8.3 
) mmX. mm UIC, 2 4HK) Lfc„ 7*V^T% NHS-W> (2mg/ml 

[0 19 5] 

<5-3> K-T y^-E L I S A Kl j£©flti[ 

')/fELI S A^UiJ^T^itUT&So 



Ill 
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0.1% TweeitfOSr^-TSU >SM8«»fe 3 E»fe^«, #^x;WC, 1% 
BSA, 0.1% Tween20&^^&U>jft»tt«-g#3RLfe^iSffil<5-2>T?^gi| 

tt* i mm^y**.^- h ufco 

V-f 0.1% Tween20£ U >»«««[-e 3 0?5fe#ft, 0. 

5M<MaCl£20mM(5DHEPESfr (BSA( 1 mg/ml) pH7.0) "TflOOO^lC 

#3ftb£X h l/^hT^^>-i8 -i$=?>7 (Streptoavidin-/3-galac 
tosidase, (Gibco BRL) ftjg) ai^lCiO^., ^iST"e 

3 0#fig>f >df^-hbfc 0 
[0 19 6] 

7>f^n^I/-h5:, 0.1% Tween20£^£^£y >^®^-T?3[IIi$fc?§^ 10 
OmMONaCK lmfKDMgClg&mOmM© U (Na&tKfc^) J^e>&6|§?£ 

(BSA(lmg/ml))5:^, P H7.0) «Lfcl%0D4 - ^f ;1/-<?>^'J7x'J 
;i/-/8 - D-1f?9 hisF (4-Methyl-umbelliferyl-/S-D-galactoside, 5 0 n 

1, i/^V (Sigma) f±§g) x/WCfln*., SfiTtl O^B>f>*3K- 

#^i;i/tC lMtf>Na 2 C0 3 (100 /il) £j&tJx, Mj&fclt&fc., ^460nm (Sfrjg 
: 355nm) T?CD&3fe3SLK & V A/it U * 3f > IIV>f * n Is- h7;i/tD^-^ 
— (Fluoroscan II microplate f luorometer % 7n-ff^fllf (Flow Laboratorie 
s Inc.) («).) TiUDtLfc. it^CthCTGFifdiY^^CTGF 

[0 19 7] 
<5-4> &£i|iCZ>ff£J& 

M<5-3>T*5i3ibfc-9-> bMy^ELISA£MV>T&*&S£ffr£Lfc„ 
019 ic^-To 
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t hCTGFlCO^Tli, m#)T&mfe'V%>Z> 3ng/ml~1000ng/«l©tt^B 
X*mMM*W^f=.ftiMMtfnt>ftfco Y-?XCTGFiCOV^H 30ng/nl~100 

5-3>-egt^Lfe-9-> hMy^ELISAjfeT-a, v y h C T G F ftfe^gfefr 

[0 19 8] 

V^XCTGF&tf^y hCTGF0>3t*©fc#>©1*-> K>f y^E L 
I SA&m±L 

<6-i> m^S^bv^r^n^i/- h©f^|g 

^u—rjvmm3-5i-2^vymmmm (pbs) x^mv. i^g/50^ 

^)V(DmmX^ ELISAM 9 6 7tv-f & Uz/ Is— h (n--y? (Corning) 
13-51-2&^-f ZUZfls- MC©#£i2:£: 0 
^ )17^> (BSA; Bovine serun albuain) 5:^tS'J>iiffiI (200 /* 

[0 1 9 9 ] 

<e-2> iit;?D-t»©^ 

TGF, V^XCTGF&tK^y N C T G F m>r*UCt>^Hj&tt$:;£-r S^E 

y * u — j-;imm-s6-2 (hkswi^-^ferm BP-6208-ei$M$*i£^-f -fv k— 

[0 2 0 0] 

<6-3> *)r> K-f y^E L I S AlCkSJtS&tfJfitfi 

l 1 a ui*r**T« . - | o y UUUU 
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-f i vf EL I S A^liJ^T©aUl?feSo 

U-h*. 0.1% T*een20Z&ti-tZ>V >m&ffiWLT*3mm&&i. #?a:;WC, 1% 

htctt?-ymn=£S Z u-±;\/U& (o.3a 1/50 fi Srinx., 

v>r^n^b- o.n Tineen2o^m-t^v>mmmwLx-3mmw^ O. 

5M©NaCl£20mM©HEPESfre> (BSA( 1 mg/ml) pH7.0) "eiOOO^lC 

h \szf VT\fV>- & —ft?? hi/#-H (Streptoavidin-yS-galac 
tosidase, 50^1, (Gibco BRL) *±Sg) jc;WC#H;L, ifiTt 

3 0#fm>f >dfa/<- h L£„ 
[0 2 0 1] 

V>f ? n^l/- 0.1% Tween20S:^-rSU>mM«^'r3tlIgfe^, 10 

OmMCDNaCU lmMtf>MgCl 2 ;g:m0mM© U (Na&tfKfc'M-) 

(BSA(lmg/ml))&3-/£, pH7.0) "£#38* bfc 1 %<D 4 - ;* ^JV- V >K U 7 a: U 
;i/-/S — D— hS/ K (4-Methyl-umbelliferyl-/S -D-galactoside, 50/t 

1. (Sigma) *±$g) $r#^7 ai;i/lC*n^., ^fiK'l 0^y^a/<- 

#^3i;i/{C, lM©Na 2 C0 3 (100a 1) £#113-, &/&£it«)£ 0 ^460nm (Ifr® 
: 355nm) T*©£3fc8tft & ^;i/^n X 3r -V > 1 1 V-f ? □ -J h :7;i^ n * - # 
— (Fluoroscan II microplate fluorometer, 7D- W25j?T (Flow Laboratorie 
s Inc.) (§g) ) T«Lfe. M^JPI-^O-y'^^CTGF^fett^-/ hCTG 

[0 2 0 2] 

<e-4> &mma>ft& 

HiM<4-8>T'iilfe77-f-f'f-iiltIii?')^CTGFt 
fcttIH^7^hCTGF5:CTGFi$iI (;*#>#- K) £LTJ§V\ H 
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mm<6- 3>vmiLvr^y K-r y^ELisA&m>T&*fcg£fmbfc 0 

5:02 0 IC^f o 

V?;*CTGFlCOV^&, *g«>"C<£ii^-e&€> lng/«l~1000ng/ml£>ilg^ 

[0 2 0 3] 

#aS#CDjfil?ttf© C T G F L fco 

[0 2 0 4] 

ttslfeif (8&fl0 ) , y ^T^-ffijfii«ifetc«AbTv^sj6# (i o&# 

^ ) , Stt^-KBStSSU (Malignant rheumatoid arthritis, MRA) {CliSbT 

V^J£# (1 7^) , ffi*K:«AJC«*UTV*S4ft# (2 4tfe#) , &tfTh 
tf-ttfiJ»&tC«JfcbTV*SflL# (3 4^) CD#^^e>*3tbfeJfil?llTf»*. 

[0 2 0 5] 

<7-2> «ttw»y9v^&at^ttM»3e 

*«<«T?fflVxfct hjfiUjtJi, «ttW«SU (Rheu-atoid arthritis, RA) 



1 



4t¥ 10 — 3 5 61 8 3^^ 



lzmBlZ.mBLT^2>&% (3 6i&) RTf : mm&m®& (Osteoarthritis, OA) 
K|jISbTV>£B# (1 9£) ©#>?^e>^bfeH^T**>So 
^1:02 3 IZ^k-To 

[0 2 0 6] 

£gjt#9S Wt??.?*^ hF(ab') 2 XUPFab©aW8 

t«^©J:^lCbTm^bfc#a^^ ^n-^;i^m^©Ja^^^^^^ bF(ab') 

^7 ^n-^;i/^ (5mg/ml) 20«M©»|fc^h U (PH3.5) tC 

ana., 3 7tct? 3 o^ra-f >^pa./<- h-r*. &v^t?, ^ant^s/:/ (imi 
, trr^ttlH)- n-^-*-Tia«siirfc#e>3 7ict?i 2iim^>* 

a^-hf*. £/£*S:MJRU <3000rp«, 10^H) U ±m*M 

«JC*S^a«««:3»ik., (3000r P m, 10^) U _L?» ^HURt*. 

7Km^hU^AS:ana.TpH8.9lcM^t*o 

WflsbfcStyn^^f >A*^AKi»JDbfeft, 8E&F-&»flHK (5«i) T*2HJgfc# 

U *ffi#W«:ISJK*rS. #e>*lfc?§m#®£, 5«M©U>H««* (2L, PH6 
.8) -ejBtf (4TC, 2 -tS. 
[0 2 0 7] 

T, iSRSiRfl^n^h^^-r- (HPLC) iff -5. 38«fJCJ:y»e,n*tS?R&, 
^fc Kn3f $/TA°#>f h*9AKiafc&[JU 5«M©y 1 5 4Ma*bfe 
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>3U^^-t^U 280nnT*<DW.yt)g.$:mfel>. F(ab' ) ^^ti^M^miU't 
Z>o #&ftfc#MS:y>»8«*[ (2L) X*mffi (4*C, 24B#K) u 'e;^ 

P -^/bffittg)*MBF(ab' Ufc&S. 

[0 2 0 8] 

HS6M2T*^#L/feH hCTGF^n- K*TS cDNAL =-VhV0T9?- 
>yD-=E-^-5:ttS^^^ #-pCAGGS (Gene, Vol.108, p. 193-200, 19 
91) IC, DNAfS^Myh (*#9tt») &ffiV>T#AU ^XSKph 
• CTGF£#fc 0 3L\sV hnjtfu-$/3>i£K:j:»;, phCTGF^t 

J9S^293-T (ATCC CRL-1573) £7gJWESILfc. 2SJ6M5T?«:s£L-fc1f-> K>f V* 
ELI SA(Ci»J, »e>tlfe^««»iWflB^«§l±» *lCfcl bCTGFSm 

b7>xyi--y^7^ *f£§g© «MC, phCTGF £ L T HtfMKJC 

[0 2 0 9] 

Ifea^ICRy-?^ (HI, B*xxx;i/j/-W £ &£SS0T»e>*ifc:79 

&*A"*'«fe«)©S»IPS: i »«fe«>ffl»IPfflv^^tt, PEAMEX (5ai*;K 

fclCJ: UigpJ#|p$-&fcBDF-lv^X (HI, B#x;*x/I/ £BDF-lv^ 
x (& H#x*x;i/*/-tt») ^xBHSitT^lgLfco £K«, BDF-lv^X 
(«£) #*e>#P«»&*fflU tr^n-^— e»3ffiJCJ:ySIWPa)*S:», 

[0 2 10] 

8««-e*3WLfet hCTGF©f9iaii[««ae : ?-«:**-r***€:, DNAi 
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ICRV^X) (©IPmWiC^eiP^mfC, H hCTGF»^F-#A^fif#P£ifA 
U PCRiCJ; yv>^^;A^lct: h C T G F*fr£^##A£*iTV^ Zl h £ 

flilSbfeo HifeM 5 ~zw.it ifcti/R el i s a «k y , iv>?x 

**^v?x£iE^^;*£3SI2£ Gertie J: y fc: h C T G Fi^#&g|/\^n h 
5>*S?:n — y * V * ;* £ f£§g L 0 K'NtTJ V * X H± 3 i: IC 
.fcyjfc^vtf^&tfHRLfc. 
[0 2 11] 

niSM ii 7*^ctgf <Dmm 

<11-1> cDNAffl^D--^^ 
(1) h c DNA7^f 7^V-jfcT$ZfU-zf<Dftm 

'yv Y^m&^W^MMWKKL-V& (ATCC CRL-1570, j&lX10 6 /ml) £5gvt> 
(2,000Xg, 5&m. 4TC) IT, *fc^Lfcifflfl&£lSOGEN y i?- >*±$g 

tlfcJlflttC^f V^D/W -JVZWitiQlsT^T* 1 O^^fibfe^, ^0 (12,0 
00Xg % 10#j^, 4-C) RNAfcftfg tfcMb£RNA£x# y 

TE^©?K(C^«?bfeo #e>*l£:£RNA^e>. mRNA Purification Kit (Ph 
armaciatfcjg) £M ^Tpoly(A) + RNA£¥ISg b £o 
[0 2 12] 

poly(A) + RNA (5/ig) Superscript 1 system for cDNA Synthes 

is Kit (GIBCG-BRL*±|g) £JB V^cDNA£-£/& V tc a X ? V ± 
tfSfc«), Notl^jrafif^^fSoligo dT^-fV- (GIBCO-BRL*±ig) 
£:„ Salir^^^-^L/fe^NotlM^$:ffV\ #--#ft&$:;£-rScDNA&*§fc 
□ $f)lCcDNAt>fX^l*7A (cDNA size fractionation column, GIBC0- 
BRLfrgg) £SVNT-9--fX#®£*fofc 0 
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^mm2-v&misfe\i h&tfv^cTGFfcn- ^•t^cmmmmm^it^^ 

[0213] 

tfEx Taq DNAtfU *^-i=f (S*@jg*±gf) $:fflV^TPCR (Polymerase Chain R 
eaction) Sr^fofe. fcfclt. DNAi^ — V^l/i^^f 9*?— (Perkin Elmer Cetus*±§g 
) £/BV*T, ^"^-TV-^lg^O^/iM^tJtMg^ltjbn.SmlKD^TT^ 941C 
Vlft, 55T:T*l$-Rm2T;X*l ft <DRm* 1 ^ >f b T-a-ff 35-9- >f 

• ofc„ if*g3*l£DNA3:, 7^D-^m^ilfet, QUIAEX DNAttffi^f y 
h (QUIAEX DNA Extraction Kit, QUIAGEN$t$g) $rffiV»TWI3bfeo 
[0 2 14] 

m$l.lsf=.mmK$:lk9U- — Z/ff3ry h (Invitrogenftjg) £j^T^?# 
-PCRII (Invitrogenftjg) (C^Lfc^, h V - F*/- # 3i> Z/> y 
h (Auto Read Sequencing Kit, Phar«acia£t§g) &rjtA.L.F.DNA^ — V — 
(Pharmacia*±§g) Vtt* £/&lC J; »J i&iiBJ#I £ Vt=. B m^tlfc 

^ CTGF^^yb^n^ (^ybCTGF) £ a- F-tzmmz^AjV z. 

IcDNAP ($j0.8kb) £, ECLv > U > V h (ECL 

randon prime labelling systea, A«ersha«£fc^) fcM^TFITCfgeiE b, !7°^ — 

[0 2 15] 

(2) cDNA7>f^7'J-©/<^f - s\<DM&3±fr%.Xfrt V^-VZs? 
ItflH (1) T'i^tlfccDNAi^l:, ^^^r-lZipLox Notl-Sall ar« (GIB 
C0-BRL*±$g) JC^bfco ^^lCl±DNA^^f>?f-S/3>^r^ h (DNA ligatio 
n Kit, S*gjffl:§g) feM^fc.. 7jfcV*T% GIGA PACK II GOLD (Stratageneft^) 
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J#SY1090 (GIBC0-BRL*±$g) S:i±i:lT, fffl^glx.^ 7-^mtS^7- 
[0 2 16] 

(3) c DNA7^^7'J -OX? U - — >y 

^tfy K/W 7 V #>fl£-^3 >^®M (Rapid hybridization buffer, Amer 

sham*±|g) %m^t~7?-9^'C7'V #J1f-*/3>m (7~7f>f^ (Maniat 
is) £>, Molecular Cloning: A Labolatory Manual, Cold Spring Harbor Labor 
atory, Cold Spring Harbor, New York) lCfi£l\ fuiB (2) tlllfecDN 

a ^ u - © x ^ u - — > ^ $: Tia© <fc e> ic l t^t o fe„ 

BtffB (2) T*#<b*lfc^>f 7?V- (1X10%:/^-*) fc^yp-MCli 
^, yft > K-N (Hybond-N nylon menbrane, Amershamfct 

$g) *m^Tiszfv*itftmvr=. 0 z.<Diszfvo]£.mm (D t^u^fitc^ 

H^n--7*&JB^T, F^^CfV #<4l£-Z/-aymmWL (Rapid hybridiz 

ation buffer, Amersham|±$^) rf»T?:7^ — ? A-f ZfV #4 if — 3 > o fc„ 

i#x? u-->^&tf 27*;*? y-->$r&fjn, 1 3fs©#^>f zr • ?u 

&9U-y-&l/yy)V'7 : 7-9T:m&l>t~&.. G I BC0-BRL$fc © V — 
n.T;i/tC^oT>f >lf/ifai^-9->r^3> (in vivo Excision) ICgfcL, 13?D 
KDNAhbTHIiRbfeo 
[0 2 17] 

(4) i&»SS?rj&^ 

1 3^©^ n - y\Z-D\^T7t— bV — b is — 9 l/y?* V V (Auto Read 
Sequencing Kit, Pharmacia^t^) hA.L.F.DNAS/ — #X>-9— (pharmaciaft:$g 
) *m^XiST*3rismz& y&«@B#I£&)£Lfco 13l0^n->ttW 
H?e&SBB#J£^A,T*VN£ 0 t h^^T^XCTGF©c DNAfB^J^Jtiebfe^ 
, #?>*lfc*n->r 3 11 fCtt^y hCTGF0^5:3- K"f*S c DNAfil 
^£^£*l5Zl£7Wfgig3*lfco #e>tie?^y hCTGF0^cDNA 

MM (5' &tf3' *3gl£gIE#I£3't?) £I2?l!##l tc, £ fc^©IE?!l^ e>& 

[0218] 
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<ii-2> mn^y hcTGFomm 

MMm<l 1-1 >T'$#bfc7y hCTGF&n- cDN A 

□ r 3 11 ^Sall-Dral-e^tbT, 9f hCTGF£n- KtScDNA 

^tfDNA^^tJfc'bfe, lDNAHit^^7X^KpcDNA3.1(-) ( 

Invitrogenftgg) iZftAVftm*? # - £ffr£b£ 0 X I/? h d tK 1/ - > a > IC 
<fcU, SE^^*-T*k h_t&«jWJfi«Hela (ATCC CCL-2) &«*5MEi||bfc. J£SI 
Geneticin (0.8«g/«l ; GIBCO-BRL*t§g) ^mO^i/JIMi (fet 
al calf serum) fc-^f <5RPMI1640igifetfJ'r#?J 2 jgf^g#-f £ Zl £ IC J: U „ Gen 

• »*«iasfio4 m<Dmnm) **&#u ma*.?? hcTGF^a-ftfe. ^ 

y SCTGF05815:, irffaHJgfll 4 T*M|g L 9 y h CT G F JC^X^fStefc 

^nTh^77Y-(C^L, 0.3M©NaCl/PBSTf«fc^bfctft, 0.5M<Z)NaCl/PBST^ 
[0 2 19] 

D T :&J#> T mfe-t Z> %> © T? 2b 2> . 
[0 2 2 0] 

tu—f-jvtfiib&ft. t: h ctg Ftc^f-rs^y * n-:*-;W5i# 
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0 l&lc if * $ 1* § © T* & 5 o 
[0 2 2 1] 

TGFS: MSt'^^ K #«TtB <5 . 

[0 2 2 2] 

hW3L»««C&#U 3Mfr«f#T?©fc hCTGF©#^©g£&, #f£f8 
©7^t>f^ (if > hM>f y^ELISAfc if) £^T5£«^-£Z:£:lCi:*J, 
$ tifc^M© thCTGF ic*f sSfrJU&Mi-r & r i: ^ Bf|gT*feS 0 

[0 2 2 3] 

SEQUENCE LISTING 
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<110> Japan Tobacco, Inc. 

<120> Monoclonal Antibody For Connective Tissue Growth Factor 

and Pharmaceutical Use Thereof 

<130> J98-0215 

<140> 
• <141> 

<150> JP P1997-367699 
<151> 1997-12-25 

<160> 27 

<170> Patentln Ver. 2.0 

^ <210> 1 

<211> 2338 
<212> DNA 
<213> Rat 

<220> 

<221> 5'UTR 
<222> (1)..(212) 

<220> 
<221> CDS 
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<222> (213) .. (1256) 



<220> 

<221> 3'UTR 



<222> (1257) .. (2338) 
<220> 

<221> polyA_signal 

<222> (2297) .. (2302) 

<400> 1 

ctccaagaag actcagccag acccactcca gctccgaccc taggagaccg acctcctcca 60 

gacggcagca gccccagccc agtggacaac cccaggagcc accacctgga gcgtccggac 120 

accaacctcc gccccgagac cgagtccagg ctccggccgc gcccctcgtc gcctctgcac 180 

cccgctgtgc gtcctcctgc cgcgccccga cc atg etc gec tec gtc gcg ggt 233 

Met Leu Ala Ser Val Ala Gly 

1 5 

ccc gtt age etc gee ttg gtg etc etc etc tgc ace egg cct gee ace 281 

Pro Val Ser Leu Ala Leu Val Leu Leu Leu Cys Thr Arg Pro Ala Thr 

10 15 20 

ggc cag gac tgc age gcg cag tgt cag tgc gca cgt gaa gcg gcg ccg 329 
Gly Gin Asp Cys Ser Ala Gin Cys Gin Cys Ala Arg Glu Ala Ala Pro 

25 30 35 
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cgc tgc ccc gcc ggc gtg age ctg gtg ctg gac ggc tgc ggc tgc tgc 377 
Arg Cys Pro Ala Gly Val Ser Leu Val Leu Asp Gly Cys Gly Cys Cys 
40 45 50 55 



cgc gtc tgc gcc aag cag ctg gga gaa ctg tgc acg gag cgt gat ccc 425 
Arg Val Cys Ala Lys Gin Leu Gly Glu Leu Cys Thr Glu Arg Asp Pro 
60 65 70 



tgc gac cca cac aag ggt etc ttc tgc gac ttc ggc tec ccc gcc aac 473 
Cys Asp Pro His Lys Gly Leu Phe Cys Asp Phe Gly Ser Pro Ala Asn 
75 80 85 



cgc aag att ggc gtg tgc cct gcc aaa gat ggt gca ccc tgt gtc ttc 521 
Arg Lys He Gly Val Cys Pro Ala Lys Asp Gly Ala Pro Cys Val Phe 
90 95 100 



ggt ggg tec gtg tac cgc age ggc gag tec ttc caa age agt tgc aaa 569 

Gly Gly Ser Val Tyr Arg Ser Gly Glu Ser Phe Gin Ser Ser Cys Lys 

105 110 115 

tac cag tgc act tgc ctg gat ggg gcc gtg ggc tgt gtg ccc ctg tgc 617 

Tyr Gin Cys Thr Cys Leu Asp Gly Ala Val Gly Cys Val Pro Leu Cys 

120 125 130 135 

age atg gac gtg cgc ctg ccc age cct gac tgc ccc ttc ccg aga agg 665 

Ser Met Asp Val Arg Leu Pro Ser Pro Asp Cys Pro Phe Pro Arg Arg 
140 145 150 



gtc aag ctg ccc ggg aaa tgc tgt gag gag tgg gtg tgt gat gag ccc 713 
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Val Lys Leu Pro Gly Lys Cys Cys Glu Glu Trp Val Cys Asp Glu Pro 

155 160 165 

aag gac cgc aca gtg gtt ggc cct gcc eta get gcc tac cga ctg gaa 761 

Lys Asp Arg Thr Val Val Gly Pro Ala Leu Ala Ala Tyr Arg Leu Glu 
170 175 180 

gae aea ttt ggc cct gac eca act atg atg cga gcc aac tgc ctg gtc 809 

Asp Thr Phe Gly Pro Asp Pro Thr Met Met Arg Ala Asn Cys Leu Val 
185 190 195 

cag ace aca gag tgg age gcc tgt tct aag acc tgt ggg atg ggc ate 857 

Gin Thr Thr Glu Trp Ser Ala Cys Ser Lys Thr Cys Gly Met Gly He 

200 205 210 215 

tec acc egg gtt acc aat gac aat acc ttc tgc agg ctg gag aag cag 905 

Ser Thr Arg Val Thr Asn Asp Asn Thr Phe Cys Arg Leu Glu Lys Gin 

220 225 230 

agt cgt etc tgc atg gtc agg ccc tgt gaa get gac eta gag gaa aac 953 

Ser Arg Leu Cys Met Val Arg Pro Cys Glu Ala Asp Leu Glu Glu Asn 

235 240 245 

att aag aag ggc aaa aag tgc ate egg acg cct aaa att gcc aag cct 1001 

He Lys Lys Gly Lys Lys Cys lie Arg Thr Pro Lys lie Ala Lys Pro 
250 255 260 



gtc aag ttt gag ctt tct ggc tgc acc agt gtg aag acc tac egg get 1049 
Val Lys Phe Glu Leu Ser Gly Cys Thr Ser Val Lys Thr Tyr Arg Ala 
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265 270 275 

aag ttc tgt ggg gtg tgc acg gac ggc cgc tgc tgc aca ccg cac aga 1097 

Lys Phe Cys Gly Val Cys Thr Asp Gly Arg Cys Cys Thr Pro His Arg 

280 285 290 295 

acc acc aca ctg ccg gtg gag ttc aag tgc ccc gat ggc gag ate atg 1145 
Thr Thr Thr Leu Pro Val Glu Phe Lys Cys Pro Asp Gly Glu He Met 

300 305 310 

aaa aag aac atg atg ttc ate aag acc tgt gec tgc cat tac aac tgt 1193 
Lys Lys Asn Met Met Phe He Lys Thr Cys Ala Cys His Tyr Asn Cys 

315 320 325 

ccc ggg gac aat gac ate ttt gag tec ttg tac tac agg aag atg tat 1241 
Pro Gly Asp Asn Asp He Phe Glu Ser Leu Tyr Tyr Arg Lys Met Tyr 

330 335 340 

gga gac atg gcg taa agecagggag taagggacac gaactcattt agactataac 1296 
Gly Asp Met Ala 

345 

ttgaactgag ttacatctca ttttcttctg taaaaaaaac aaaaagggtt acagtagcac 1356 
attaatttaa atctgggttc etaactgetg tgggagaaaa caccccaccg aagtgagaac 1416 
cgtgtgtcat tgtcatgcaa atagcctgtc aatctcagac actggtttcg agacagttta 1476 
gacttgacag ttgttcacta gcgcacagtg acagaacgea cactaaggtg agcctcctgg 1536 
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aagagtggag atgccaggag aaagacaggt actagctgag gtcattttaa aagcagcgat 1596 



atgcctactt tttggagtgt gacaggggag ggacattata gcttgcttgc agacagacct 1656 



gctctagcaa gagctgggtg tgtgtcctcc actcggtgag gctgaagcca gctattcttt 1716 



cagtaagaac agcagtttca gcgctgacat tctgattcca gygacactgg tcgggagtca 1776 



gaaccttgtc tattagactg gacagcttgt ggcaagtgaa tttgccggta acaagccaga 1836 



tttttatgga tcttgtaaat attgtggata aatatatata tttgtacagt tatctargtt 1896 



aatttaaaga cgtttgtgcc tattgttctt gttttaagtg cttttggaat ttttaaactg 1956 



atagcctcaa actccaaaca ccatcgatag gacataaagc ttgtctgtga ttcaaaacaa 2016 



aggagatact gcagtggaaa ctgtaacctg agtgactgtc tgtcagaaca tatggtacgt 2076 



agacggtaaa gcaatggatc agaagtcaga tttctagtag gaaatgtaaa atcactgttg 2136 



gcgaacaaat ggcctttatt aagaaatggc ttgctcaggg taactggtca gatttccacg 2196 



aggaagtgtt tgctgcttct ttgactatga ctggtttggg aggcagttta tttgttgaga 2256 



gtgtgaccaa aagttacatg tttgcacctt tctagttgaa aataaagtat atatattttt 2316 



tatatgaaaa aaaaaaaaaa aa 2338 
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<210> 2 
<211> 347 

<212> PRT 

<213> Rat 

<400> 2 

Met Leu Ala Ser Val Ala Gly Pro Val Ser Leu Ala Leu Val Leu Leu 

15 10 15 

Leu Cys Thr Arg Pro Ala Thr Gly Gin Asp Cys Ser Ala Gin Cys Gin 

20 25 30 

Cys Ala Arg Glu Ala Ala Pro Arg Cys Pro Ala Gly Val Ser Leu Val 
35 40 45 

Leu Asp Gly Cys Gly Cys Cys Arg Val Cys Ala Lys Gin Leu Gly Glu 
50 55 60 

Leu Cys Thr Glu Arg Asp Pro Cys Asp Pro His Lys Gly Leu Phe Cys 
65 70 75 80 

Asp Phe Gly Ser Pro Ala Asn Arg Lys He Gly Val Cys Pro Ala Lys 
85 90 95 

Asp Gly Ala Pro Cys Val Phe Gly Gly Ser Val Tyr Arg Ser Gly Glu 
100 105 110 

Ser Phe Gin Ser Ser Cys Lys Tyr Gin Cys Thr Cys Leu Asp Gly Ala 
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115 



120 



125 



Val Gly Cys Val Pro Leu Cys Ser Met Asp Val Arg Leu Pro Ser Pro 

130 135 140 

Asp Cys Pro Phe Pro Arg Arg Val Lys Leu Pro Gly Lys Cys Cys Glu 
145 150 155 160 

Glu Trp Val Cys Asp Glu Pro Lys Asp Arg Thr Val Val Gly Pro Ala 

165 170 175 

Leu Ala Ala Tyr Arg Leu Glu Asp Thr Phe Gly Pro Asp Pro Thr Met 
180 185 190 

Met Arg Ala Asn Cys Leu Val Gin Thr Thr Glu Trp Ser Ala Cys Ser 

195 200 205 

Lys Thr Cys Gly Met Gly He Ser Thr Arg Val Thr Asn Asp Asn Thr 

210 215 220 

Phe Cys Arg Leu Glu Lys Gin Ser Arg Leu Cys Met Val Arg Pro Cys 

225 230 235 240 

Glu Ala Asp Leu Glu Glu Asn He Lys Lys Gly Lys Lys Cys He Arg 
245 250 255 



Thr Pro Lys He Ala Lys Pro Val Lys Phe Glu Leu Ser Gly Cys Thr 
260 265 270 
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Ser Val Lys Thr Tyr Arg Ala Lys Phe Cys Gly Val Cys Thr Asp Gly 

275 280 285 

Arg Cys Cys Thr Pro His Arg Thr Thr Thr Leu Pro Val Glu Phe Lys 

290 295 300 

Cys Pro Asp Gly Glu He Met Lys Lys Asn Met Met Phe lie Lys Thr 
305 310 315 320 

Cys Ala Cys His Tyr Asn Cys Pro Gly Asp Asn Asp He Phe Glu Ser 

325 330 335 

Leu Tyr Tyr Arg Lys Met Tyr Gly Asp Met Ala 
340 345 



<210> 3 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<220> 

<221> pri«er_bind 
<222> (1)..(20) 
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<400> 3 

tgcggctgct gccgcgtctg 20 



<210> 4 
<211> 21 
<212> DNA 

<213> Artificial Sequence 



# <220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 



<220> 

<221> primer_Jbind 
<222> (1)..(21) 



<400> 4 

gcacaggtct tgatgaacat c 21 



<210> 5 

<211> 444 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(444) 
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<220> 

<221> sig_peptide 

<222> (1)..(57) 

<220> 

<221> V_region 
<222> (58).. (363) 

• <400> 5 

atg gag ttt ggg ctg age tgg att ttc ctt get get att tta aaa ggt 48 

Met Glu Phe Gly Leu Ser Trp lie Phe Leu Ala Ala lie Leu Lys Gly 

15 10 15 

gtc cag tgt gag gtg cag ctg gtg gag tct ggg gga ggc ttg gta aag 96 
Val Gin Cys Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Lys 

20 25 30 

^ cct ggg ggg tec ctt aag ace tct cct gtg cag cct ctg gat tea act 144 

Pro Gly Gly Ser Leu Lys Thr Ser Pro Val Gin Pro Leu Asp Ser Thr 
35 40 45 

ttc agt aac gee tgg atg age tgg gtc cgc cag get cca gga agg ggc 192 
Phe Ser Asn Ala Trp Met Ser Trp Val Arg Gin Ala Pro Gly Arg Gly 
50 55 60 

tgg agt ggg ttg gec gta tta aaa gca aaa ctg atg gtg gga cac aca 240 
Trp Ser Gly Leu Ala Val Leu Lys Ala Lys Leu Met Val Gly His Thr 
65 70 75 80 
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gac tac get gca ccc gtg aaa ggc aga ttc acc ate tea aga gat gat 288 
Asp Tyr Ala Ala Pro Val Lys Gly Arg Phe Thr He Ser Arg Asp Asp 

85 90 95 

tea aaa aac acg ctg tat ctg caa atg aac age ctg aaa acc gag gac 336 
Ser Lys Asn Thr Leu Tyr Leu Gin Met Asn Ser Leu Lys Thr Glu Asp 
100 105 110 

aca gec gtg tat tac tgt acc aca aaa tgg gtg get acg gac tac ttt 384 
Thr Ala Val Tyr Tyr Cys Thr Thr Lys Trp Val Ala Thr Asp Tyr Phe 
115 120 125 

gac tac tgg ggc cag gga acc ctg gtc acc gtc tec tea gec tec acc 432 
Asp Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr 

130 135 140 

aag ggc cca teg 444 

Lys Gly Pro Ser 

145 



<210> 6 

<211> 148 

<212> PRT 

<213> Homo sapiens 

<400> 6 

Met Glu Phe Gly Leu Ser Trp lie Phe Leu Ala Ala lie Leu Lys Gly 
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10 



15 



Val Gin Cys Glu Val Gin Leu Val Glu Ser Gly Gly Gly Leu Val Lys 

20 25 30 



Pro Gly Gly Ser Leu Lys Thr Ser Pro Val Gin Pro Leu Asp Ser Thr 
35 40 45 

Phe Ser Asn Ala Trp Met Ser Trp Val Arg Gin Ala Pro Gly Arg Gly 
# 50 55 60 

Trp Ser Gly Leu Ala Val Leu Lys Ala Lys Leu Met Val Gly His Thr 

65 70 75 80 

Asp Tyr Ala Ala Pro Val Lys Gly Arg Phe Thr He Ser Arg Asp Asp 

85 90 95 



Ser Lys Asn Thr Leu Tyr Leu Gin Met Asn Ser Leu Lys Thr Glu Asp 
100 105 110 

Thr Ala Val Tyr Tyr Cys Thr Thr Lys Trp Val Ala Thr Asp Tyr Phe 

115 120 125 

Asp Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr 

130 135 140 



Lys Gly Pro Ser 
145 
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<210> 7 
<211> 447 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(447) 

<220> 

<221> sig_peptide 
<222> (1)..(57) 

<220> 

<221> V_region 
<222> (58).. (357) 

gca gca gcc aca gga 48 
Ala Ala Ala Thr Gly 

15 

gcc cac tec cag gtg cag ctg gtg cag tct ggg get gag gtg aag aag 96 
Ala His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 
20 25 30 

cct ggg gcc tea gtg aag gtc tec tgc aag get ttc tgg eta cac ctt 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Phe Trp Leu His Leu 

13 6 ffiSMCT 1 1-3009560 



<400> 7 

atg gac tgg ace tgg agg ate tct ttc ttg gtg 

Met Asp Trp Thr Trp Arg He Ser Phe Leu Val 

1 5 10 



gg^L 10 — 356183 



35 



40 



45 



tea ccc ggc tac tat atg cac tgg gtg cga cag gec cct gga caa ggg 192 
S e r P ro Gly Tyr Tyr Met His Trp Val Arg Gin Ala Pro Gly Gin Gly 



50 



55 



60 



ctt gag tgg atg gga tgg ate aac cct aac agt agt ggc aca cac tat 240 
Leu Glu Trp Met Gly Trp lie Asn Pro Asn Ser Ser Gly Thr His Tyr 

65 70 75 80 

gca cag atg ttt cag ggc agg gtc acc gtg acc agg gac acg tec ate 288 
Ala Gin Met Phe Gin Gly Arg Val Thr Val Thr Arg Asp Thr Ser He 

85 90 95 

age aca gee tac atg gag ctg age agg ctg aga tct gac gac acg gec 336 
Ser Thr Ala Tyr Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala 
100 105 110 

gtg tat tac tgt gcg aga gag ggg ata gca gca get gee ate tac ggt 384 
Val Tyr Tyr Cys Ala Arg Glu Gly He Ala Ala Ala Ala lie Tyr Gly 
115 120 125 

atg gac gtc tgg ggc caa ggg acc acg gtc acc gtc tec tea gec tec 432 
Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser Ala Ser 
130 135 140 



acc aag ggc cca teg 
Thr Lys Gly Pro Ser 
145 



447 



13 7 
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<210> 8 

<211> 149 

<212> PRT 

<213> Homo sapiens 



<400> 8 

Met Asp Trp Thr Trp Arg lie Ser Phe Leu Val Ala Ala Ala Thr Gly 
1 5 10 15 

Ala His Ser Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 
20 25 30 

Pro Gly Ala Ser Val Lys Val Ser Cys Lys Ala Phe Trp Leu His Leu 
35 40 45 

Ser Pro Gly Tyr Tyr Met His Trp Val Arg Gin Ala Pro Gly Gin Gly 

50 55 60 

Leu Glu Trp Met Gly Trp lie Asn Pro Asn Ser Ser Gly Thr His Tyr 
65 70 75 80 

Ala Gin Met Phe Gin Gly Arg Val Thr Val Thr Arg Asp Thr Ser He 
85 90 95 

Ser Thr Ala Tyr Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala 
100 105 110 
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Val Tyr Tyr Cys Ala Arg Glu Gly He Ala Ala Ala Ala lie Tyr Gly 

115 120 125 

Met Asp Val Trp Gly Gin Gly Thr Thr Val Thr Val Ser Ser Ala Ser 

130 135 140 

Thr Lys Gly Pro Ser 
145 



<210> 9 
<211> 438 
<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(438) 

<220> 

<221> sig_peptide 
<222> (1)..(57) 

<220> 

<221> V_region 
<222> (58).. (350) 

<400> 9 

atg gac tgc acc tgg agg ate etc ttc ttg gtg gca gca get aca ggc 48 



1 ^ Q 



10 — 35618 3^) 



Met Asp Cys Thr Trp Arg He Leu Phe Leu Val Ala Ala Ala Thr Gly 
15 10 15 

acc cac gcc cag gtc cag ctg gta cag ttt ggg get gag gtg aag aag 96 
Thr His Ala Gin Val Gin Leu Val Gin Phe Gly Ala Glu Val Lys Lys 

20 25 30 

cct ggg gcc tea gtg aag gtc tec tgc aag gtt tec gga tac acc etc 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Val Ser Gly Tyr Thr Leu 
35 40 45 

act gaa tta tec atg cac tgg gtg cga cag get cct gga aaa ggg ctt 192 
Thr Glu Leu Ser Met His Trp Val Arg Gin Ala Pro Gly Lys Gly Leu 

50 55 60 

gag tgg atg gga agt ttt gat cct gaa gat ggt gaa aca ate tac gca 240 
Glu Trp Met Gly Ser Phe Asp Pro Glu Asp Gly Glu Thr He Tyr Ala 

65 70 75 80 

cag aag ttc cag ggc aga gtc acc atg acc gag gac aca tct aca gac 288 
Gin Lys Phe Gin Gly Arg Val Thr Met Thr Glu Asp Thr Ser Thr Asp 

85 90 95 

aca gcc tac atg gag ctg age age ctg aga tct gag gac acg gcc gtg 336 
Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 
100 105 110 

tat tac tgt gca acc tct acg gtg gta act ccg tgg tac ttt gac tac 384 
Tyr Tyr Cys Ala Thr Ser Thr Val Val Thr Pro Trp Tyr Phe Asp Tyr 



14 0 



ffi|E4#¥ 11-3009560 



10-356183 



115 



120 



125 



tgg ggc cag gga acc ctg gtc acc gtc tec tea gee tec ace aag ggc 432 

Trp Gly Gin Gly Thr Leu V a l Thr Val Ser Ser Ala Ser Thr Lyo Gly 

130 135 140 



cca teg 
Pro Ser 

145 



438 



<210> 10 
<211> 146 
<212> PRT 

<213> Hobo sapiens 



<400> 10 

Met Asp Cys Thr Trp Arg He Leu Phe Leu Val Ala Ala Ala Thr Gly 
15 10 15 

Thr His Ala Gin Val Gin Leu Val Gin Phe Gly Ala Glu Val Lys Lys 

20 25 30 

Pro Gly Ala Ser Val Lys Val Ser Cys Lys Val Ser Gly Tyr Thr Leu 
35 40 45 

Thr Glu Leu Ser Met His Trp Val Arg Gin Ala Pro Gly Lys Gly Leu 

50 55 60 



14 1 
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Glu Trp Met Gly Ser Phe Asp Pro Glu Asp Gly Glu Thr He Tyr Ala 
65 70 75 80 

Gin l . ys Phe Gin Gly Arg Val Thr Met Thr Glu Asp Thr Ser Thr A s p 

85 90 95 

Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 
100 105 110 

Tyr Tyr Cys Ala Thr Ser Thr Val Val Thr Pro Trp Tyr Phe Asp Tyr 
115 120 125 

Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly 
130 135 140 

Pro Ser 
145 



<210> 11 
<211> 438 
<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(438) 

<220> 



14 2 
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<221> sigjpeptide 
<222> (1)..(57) 



<220> 

<221> V_region 
<222> (58).. (350) 



<400> 11 

atg gac tgc acc tgg agg ate ttc ttc ttg gtg gca gca get aca ggc 48 
Met Asp Cys Thr Trp Arg He Phe Phe Leu Val Ala Ala Ala Thr Gly 
15 10 15 



acc cac gec cag gtc cag ctg gta cag tct ggg get gag gtg aag aag 96 
Thr His Ala Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 

20 25 30 



cct ggg gee tea gtg aag gtc tec tgc aag gtt tec gga tac acc etc 144 
Pro Gly Ala Ser Val Lys Val Ser Cys Lys Val Ser Gly Tyr Thr Leu 
35 40 45 

act gaa tta tec atg cac tgg gtg cga cag get cct gga aaa ggg ctt 192 
Thr Glu Leu Ser Met His Trp Val Arg Gin Ala Pro Gly Lys Gly Leu 
50 55 60 



gag tgg atg gga agt ttt gat cct gaa gat ggt gaa aca ate tac gca 240 
Glu Trp Met Gly Ser Phe Asp Pro Glu Asp Gly Glu Thr He Tyr Ala 
65 70 75 80 

cag aag ttc cag ggc aga gtc acc atg acc gag gac aca tct aca gac 288 



14 3 
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Gin Lys Phe Gin Gly Arg Val Thr Met Thr Glu Asp Thr Ser Thr Asp 
85 90 95 

aca gcc tac atg gag ctg a ge a g e c tg a ga tct gag gac acg gcc gtg 336- 

Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 
100 105 110 

tat tac tgt gca ace tct acg gtg gta act ccg tgg tac ttt gac tac 384 
Tyr Tyr Cys Ala Thr Ser Thr Val Val Thr Pro Trp Tyr Phe Asp Tyr 

115 120 125 

tgg ggc cag gga ace ctg gtc acc gtc tec tea gcc tec ace aag ggc 432 
Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly 
130 135 140 

cca teg 438 

Pro Ser 

145 



<210> 12 
<211> 146 
<212> PRT 

<213> Homo sapiens 
<400> 12 

Met Asp Cys Thr Trp Arg He Phe Phe Leu Val Ala Ala Ala Thr Gly 
1 5 10 15 



14 4 



mSE#¥ 1 1-3009560 



10-356183 



Thr His Ala Gin Val Gin Leu Val Gin Ser Gly Ala Glu Val Lys Lys 
20 25 30 

Pro Gly Ala Ser Val I.ys Val Ser P.ys Lys Val Spr Gly Tyr Thr Leu 

35 40 45 

Thr Glu Leu Ser Met Bis Trp Val Arg Gin Ala Pro Gly Lys Gly Leu 
50 55 60 

# Glu Trp Met Gly Ser Phe Asp Pro Glu Asp Gly Glu Thr He Tyr Ala 

65 70 75 80 

Gin Lys Phe Gin Gly Arg Val Thr Met Thr Glu Asp Thr Ser Thr Asp 

85 90 95 

Thr Ala Tyr Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val 
100 105 110 



Tyr Tyr Cys Ala Thr Ser Thr Val Val Thr Pro Trp Tyr Phe Asp Tyr 
115 120 125 



Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser Ala Ser Thr Lys Gly 
130 135 140 



Pro Ser 
145 



<210> 13 
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10-35618 



<211> 450 
<212> DNA 

<213> Homo sapiens 



<220> 

<221> CDS 

<222> (1)..(450) 



<220> 

<221> sig_peptide 
<222> (1)..(58) 



<220> 

<221> V_region 
<222> (59).. (353) 



<400> 13 

atg aaa cac ctg tgg ttc ttc ctt cct get ggt ggc age tec cag atg 48 

Met Lys His Leu Trp Phe Phe Leu Pro Ala Gly Gly Ser Ser Gin Met 
1 5 10 15 



ggt cct gtc cca ggt gca get gca gga gtc ggg ccc agg act ggt gaa 96 
Gly Pro Val Pro Gly Ala Ala Ala Gly Val Gly Pro Arg Thr Gly Glu 
20 25 30 

gec ttc aca gac cct gtc etc ace tgc act gtc tct ggt ggc tec ate 144 
Ala Phe Thr Asp Pro Val Leu Thr Cys Thr Val Ser Gly Gly Ser He 

35 40 45 
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age agt ggt ggt tac tac tgg age tgg ate cgc cag cac cca ggg aag 192 
Ser Ser Gly Gly Tyr Tyr Trp Ser Trp He Arg Gin His Pro Gly Lys 
50 55 60 



ggc ctg gag tgg att ggg tac ate tat tac agt ggg age acc tac tac 240 
Gly Leu Glu Trp He Gly Tyr He Tyr Tyr Ser Gly Ser Thr Tyr Tyr 
65 70 75 80 



aac ccg tec etc aag agt cga gtt acc ata tea gta gac acg tct aag 288 
Asn Pro Ser Leu Lys Ser Arg Val jfcr He Ser Val Asp Thr Ser Lys 

85 90 95 



aac cag ttc tec ctg aag ctg age tct gtg act gec gcg gac acg gec 336 
Asn Gin Phe Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala 
100 105 110 



gtg tat tac tgt gcg age tat tac tat gat agt ggt ggt tat tac gac 384 
Val Tyr Tyr Cys Ala Ser Tyr Tyr Tyr Asp Ser Gly Gly Tyr Tyr Asp 

115 120 125 

tac ttt gac tac tgg ggc cag gga acc ctg gtc acc gtc tec tea gec 432 
Tyr Phe Asp Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser Ala 
130 135 140 



tec acc aag ggc cca teg 450 
Ser Thr Lys Gly Pro Ser 
145 150 



14 7 
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<210> 14 
<211> 150 
<212> PRT 

<213> Homo sapiens 



<400> 14 

Met Lys His Leu Trp Phe Phe Leu Pro Ala Gly Gly Ser Ser Gin Met 
15 10 15 

Gly Pro Val Pro Gly Ala Ala Ala Gly Val Gly Pro Arg Thr Gly Glu 

20 25 30 

Ala Phe Thr Asp Pro Val Leu Thr Cys Thr Val Ser Gly Gly Ser lie 
35 40 45 

Ser Ser Gly Gly Tyr Tyr Trp Ser Trp He Arg Gin His Pro Gly Lys 
50 55 60 

Gly Leu Glu Trp He Gly Tyr He Tyr Tyr Ser Gly Ser Thr Tyr Tyr 
65 70 75 80 

Asn Pro Ser Leu Lys Ser Arg Val Thr lie Ser Val Asp Thr Ser Lys 
85 90 95 

Asn Gin Phe Ser Leu Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala 
100 105 110 

Val Tyr Tyr Cys Ala Ser Tyr Tyr Tyr Asp Ser Gly Gly Tyr Tyr Asp 
115 120 125 
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Tyr Phe Asp Tyr Trp Gly Gin Gly Thr Leu Val Thr Val Ser Ser Ala 
130 135 140 



Ser Thr Lys Gly Pro Ser 
145 150 

<210> 15 
# <211> 423 
<212> DNA 

<213> Hobo sapiens 

<220> 

<221> CDS 

<222> (1)..(423) 

<220> 

^ <221> sig_peptide 
<222> (1)..(60) 

<220> 

<221> V_region 
<222> (61).. (365) 

<400> 15 

atg gtg ttg cag acc cag gtc ttc att tct ctg ttg etc tgg ate tct 48 

Met Val Leu Gin Thr Gin Val Phe He Ser Leu Leu Leu Trp He Ser 

15 10 15 

14 9 ui*r«,T« , - | o U U UUU 
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ggt gcc tac ggg gac ate gtg atg acc cag tct cca gac tec ctg get 96 
Gly Ala Tyr Gly Asp He Val Met Thr Gin Ser Pro Asp Ser Leu Ala 

20 25 30 

gtg tct ctg ggc gag agg gcc acc ate aac tgc aag tec age cag act 144 
Val Ser Leu Gly Glu Arg Ala Thr He Asn Cys Lys Ser Ser Gin Thr 

35 40 45 

gtt tta tac age tec aac aat aag aac tac tta get tgg tac cag cag 192 
Val Leu Tyr Ser Ser Asn Asn Lys Asn Tyr Leu Ala Trp Tyr Gin Gin 

50 55 60 

aaa cca gga cag cct cct aag ctg etc att tac tgg gca tct acc egg 240 
Lys Pro Gly Gin Pro Pro Lys Leu Leu He Tyr Trp Ala Ser Thr Arg 
65 70 75 80 

gaa tec ggg gtc cct gac cga ttc agt ggc age ggg tct ggg aca gat 288 
Glu Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp 
85 90 95 

ttc act etc acc ate age age ctg cag get gac gat gtg gca gtt tat 336 
Phe Thr Leu Thr He Ser Ser Leu Gin Ala Asp Asp Val Ala Val Tyr 
100 105 110 

tac tgt cag caa tat tat agt act cct ccg tgg acg ttc ggc caa ggg 384 
Tyr Cys Gin Gin Tyr Tyr Ser Thr Pro Pro Trp Thr Phe Gly Gin Gly 
115 120 125 
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acc aag gtg gaa ate aaa cga act gtg get gca cca tct 423 
Thr Lys Val Glu He Lys Arg Thr Val Ala Ala Pro Ser 
130 135 140 



<210> 16 

<211> 141 

<212> PRT 

<213> Homo sapiens 

<400> 16 

Met Val Leu Gin Thr Gin Val Phe lie Ser Leu Leu Leu Trp lie Ser 
15 10 15 

Gly Ala Tyr Gly Asp He Val Met Thr Gin Ser Pro Asp Ser Leu Ala 

20 25 30 

Val Ser Leu Gly Glu Arg Ala Thr He Asn Cys Lys Ser Ser Gin Thr 

35 40 45 

Val Leu Tyr Ser Ser Asn Asn Lys Asn Tyr Leu Ala Trp Tyr Gin Gin 

50 55 60 

Lys Pro Gly Gin Pro Pro Lys Leu Leu He Tyr Trp Ala Ser Thr Arg 
65 70 75 80 

Glu Ser Gly Val Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp 
85 90 95 
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Phe Thr Leu Thr He Ser Ser Leu Gin Ala Asp Asp Val Ala Val Tyr 
100 105 110 

Tyr Cy s Gin Gin Tyr Tyr Ser Thr Pro Pro Trp Thr Phe Gly Gin Gly 
115 120 125 

Thr Lys Val Glu lie Lys Arg Thr Val Ala Ala Pro Ser 
130 135 140 



<210> 17 
<211> 420 
<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (1)..(420) 

<220> 

<221> sig_peptide 
<222> (1)..(60) 

<220> 

<221> V_region 
<222> (61).. (364) 

<400> 17 

atg aag gat ctg etc age ttc ctg ggg ctg eta atg etc tgg ata cct 48 



15 2 
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Met Lys Asp Leu Leu Ser Phe Leu Gly Leu Leu Met Leu Trp He Pro 
15 10 15 

gga tec agt gca gat att gtc atg acc cag acg cca clc lie Igl ccg 96 
Giy Ser Ser Ala Asp lie Val Met Thr Gin Thr Pro Leu Phe Cys Pro 
20 25 30 

tea ccc ctg gac age cga gec tec ate tec tgc aag tct ggt ctg age 144 
Ser Pro Leu Asp Ser Arg Ala Ser He Ser Cys Lys Ser Gly Leu Ser 
35 40 45 

etc ctg cac agt gat gga aag acc tat ttg cat tgg tac ctg cag aag 192 
Leu Leu His Ser Asp Gly Lys Thr Tyr Leu His Trp Tyr Leu Gin Lys 

50 55 60 

cca ggc cag cct cca cag etc ctg ate tat gag agt ttc caa ccg gtt 240 
Pro Gly Gin Pro Pro Gin Leu Leu lie Tyr Glu Ser Phe Gin Pro Val 

65 70 75 80 

etc ctg gag tgc cag ata ggc tea gtg gca gcg ggt cag gac aga ttt 288 
Leu Leu Glu Cys Gin He Gly Ser Val Ala Ala Gly Gin Asp Arg Phe 
85 90 95 

cac act gaa aat cag ccg ggt gga agg ctg agg aat gtt ggg gtt tat 336 
His Thr Glu Asn Gin Pro Gly Gly Arg Leu Arg Asn Val Gly Val Tyr 
100 105 110 

tac tgc atg caa agt tta cag ctt ccg etc act ttc ggc gga ggg acc 384 
Tyr Cys Met Gin Ser Leu Gin Leu Pro Leu Thr Phe Gly Gly Gly Thr 



1 R a 
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115 120 125 

aag gtg gag ate aaa cga act gtg get gca cca tct 420 

I.ys Val Glu Tift I.ys Arg Thr Val Ala Ala Pro Ser 

130 135 140 



<210> 18 
<211> 140 
♦ <212> PRT 

<213> Homo sapiens 

<400> 18 

Met Lys Asp Leu Leu Ser Phe Leu Gly Leu Leu Met Leu Trp He Pro 
1 5 10 15 

Gly Ser Ser Ala Asp He Val Met Thr Gin Thr Pro Leu Phe Cys Pro 

20 25 30 

Ser Pro Leu Asp Ser Arg Ala Ser He Ser Cys Lys Ser Gly Leu Ser 
35 40 45 

Leu Leu His Ser Asp Gly Lys Thr Tyr Leu His Trp Tyr Leu Gin Lys 

50 55 60 

Pro Gly Gin Pro Pro Gin Leu Leu He Tyr Glu Ser Phe Gin Pro Val 
65 70 75 80 

Leu Leu Glu Cys Gin He Gly Ser Val Ala Ala Gly Gin Asp Arg Phe 



15 4 
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85 90 95 

His Thr Glu Asn Gin Pro Gly Gly Arg Leu Arg Asn Val Gly Val Tyr 

100 105 U0 

Tyr Cys Met Gin Ser Leu Gin Leu Pro Leu Thr Phe Gly Gly Gly Thr 

115 120 125 

Lys Val Glu He Lys Arg Thr Val Ala Ala Pro Ser 
• 130 135 140 

<210> 19 
<211> 405 
<212> DNA 

<213> Homo sapiens 

<220> 
^ <221> CDS 

<222> (1)..(405) 

<220> 

<221> sig_peptide 
<222> (1)..(66) 

<220> 

<221> V_region 
<222> (67).. (353) 

15 5 w#x*tvr* , - | o 0UUUU 
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<400> 19 

atg gac atg agg gtc cct get cag etc ctg ggg etc ctg ctg etc tgg 48 
Met Asp Met Arg Val Pro Ala Gin Leu Leu Gly Leu Leu Leu Leu Trp 

1 5 LQ 15 

etc tea ggt gee aga tgt gac ate cag atg acc cag tct cca tec ttc 96 
Leu Ser Gly Ala Arg Cys Asp He Gin Met Thr Gin Ser Pro Ser Phe 
20 25 30 

cct gtc tgc ate tgt agg aga cag agt cac cat cac ttg cca ggc gag 144 
Pro Val Cys He Cys Arg Arg Gin Ser His His His Leu Pro Gly Glu 
35 40 45 

tea gga cat tea cca eta ttt aaa ttg gta tea gca gaa acc agg gaa 192 
Ser Gly His Ser Pro Leu Phe Lys Leu Val Ser Ala Glu Thr Arg Glu 
50 55 60 

age cct aag etc ctg ate tac gat gca tec aat ttg gaa aca ggg tec 240 
Ser Pro Lys Leu Leu lie Tyr Asp Ala Ser Asn Leu Glu Thr Gly Ser 
65 70 75 80 

cat cac ggt tea gtg gaa gtg gat ctg gga cag att tta ctt tea cca 288 
His His Gly Ser Val Glu Val Asp Leu Gly Gin lie Leu Leu Ser Pro 
85 90 95 

tea gca gec tgc age tct gaa gat att gca aca tat tac tgt caa cag 336 
Ser Ala Ala Cys Ser Ser Glu Asp lie Ala Thr Tyr Tyr Cys Gin Gin 
100 105 110 
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tat aat aat etc ate acc ttc ggc caa ggg aca cga ctg gag att aaa 384 
Tyr Asn Asn Leu lie Thr Phe Gly Gin Gly Thr Arg Leu Glu He Lys 
115 120 125 



cga act gtg get gca cca tct 405 
Arg Thr Val Ala Ala Pro Ser 
130 135 



<210> 20 
<211> 135 
<212> PRT 

<213> Hobo sapiens 
<400> 20 

Met Asp Met Arg Val Pro Ala Gin Leu Leu Gly Leu Leu Leu Leu Trp 

15 10 15 

Leu Ser Gly Ala Arg Cys Asp He Gin Met Thr Gin Ser Pro Ser Phe 

20 25 30 

Pro Val Cys He Cys Arg Arg Gin Ser His His His Leu Pro Gly Glu 
35 40 45 

Ser Gly His Ser Pro Leu Phe Lys Leu Val Ser Ala Glu Thr Arg Glu 
50 55 60 

Ser Pro Lys Leu Leu He Tyr Asp Ala Ser Asn Leu Glu Thr Gly Ser 
65 70 75 80 
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His His Gly Ser Val Glu Val Asp Leu Gly Gin He Leu Leu Ser Pro 

85 90 95 

Ser Ala Ala Cys Ser Ser Glu Asp He Ala Thr Tyr Tyr Cys Gin Gin 
100 105 110 

Tyr Asn Asn Leu He Thr Phe Gly Gin Gly Thr Arg Leu Glu lie Lys 
115 120 125 

Arg Thr Val Ala Ala Pro Ser 

130 135 



<210> 21 
<211> 387 
<212> DNA 

<213> Homo sapiens 

<220> 
<221> CDS 
<222> (1)..(387) 



<220> 

<221> sig_peptide 
<222> (1)..(47) 

<223> Initiation codon and a portion of a signal 
sequence are lacked. 



15 8 
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<220> 

<221> V_region 
<222> (48).. (335) 



<400> 21 

gat agg gtc eta ggg gtc ctg atg gtt ggg ttt teg gtg ccg gat gag 48 

Asp Arg Val Leu Gly Val Leu Met Val Gly Phe Ser Val Pro Asp Glu 

15 10 15 

aac ate cag atg ace cag tat cca tct ccc tgt ctg cat acc tgt agg 96 

Asn He Gin Met Thr Gin Tyr Pro Ser Pro Cys Leu His Thr Cys Arg 
20 25 30 



aga cag agt cac cat cac ttg cca gag cga get cag gac att cac cac 144 
Arg Gin Ser His His His Leu Pro Glu Arg Ala Gin Asp He His His 
35 40 45 



tat eta aat tgg tat cag cag aaa cca ggg aaa gee eta age tct gat 192 
Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Gly Lys Ala Leu Ser Ser Asp 
50 55 60 



eta cga tgc ate caa ttt gga aac agg gtc cca tea egg ttc agt gga 240 
Leu Arg Cys He Gin Phe Gly Asn Arg Val Pro Ser Arg Phe Ser Gly 
65 70 75 80 



agt gga tct ggg aca gat tct act tea cca tea gca gee tgc age tct 288 
Ser Gly Ser Gly Thr Asp Ser Thr Ser Pro Ser Ala Ala Cys Ser Ser 
85 90 95 



15 9 
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gaa gat att gca aca tat tac tgt caa cag tat aat aat etc ate ace 336 
Glu Asp He Ala Thr Tyr Tyr Cys Gin Gin Tyr Asn Asn Leu He Thr 
100 105 HO 

ttc ggc caa ggg aca cga ctg gag att aaa cga act gtg get gca cca 384 
Phe Gly Gin Gly Thr Arg Leu Glu He Lys Arg Thr Val Ala Ala Pro 

115 120 125 

tct 387 
Ser 



<210> 22 

<211> 129 

<212> PRT 

<213> Homo sapiens 

<400> 22 

Asp Arg Val Leu Gly Val Leu Met Val Gly Phe Ser Val Pro Asp Glu 
15 10 15 

Asn lie Gin Met Thr Gin Tyr Pro Ser Pro Cys Leu His Thr Cys Arg 

20 25 30 

Arg Gin Ser His His His Leu Pro Glu Arg Ala Gin Asp He His His 
35 40 45 

Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Gly Lys Ala Leu Ser Ser Asp 
50 55 60 



16 0 
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Leu Arg Cys He Gin Phe Gly Asn Arg Val Pro Ser Arg Phe Ser Gly 
65 70 75 80 

Ser Gly Ser Gly Thr Asp Ser Thr Ser Pro Ser Ala Ala Cys Ser Ser 
85 90 95 

Glu Asp lie Ala Thr Tyr Tyr Cys Gin Gin Tyr Asn Asn Leu He Thr 
100 105 110 

Phe Gly Gin Gly Thr Arg Leu Glu He Lys Arg Thr Val Ala Ala Pro 

115 120 125 



Ser 



<210> 23 
<211> 411 
<212> DNA 

<213> Homo sapiens 

<220> 
<221> CDS 
<222> (1)..(411) 

<220> 

<221> sig_peptide 
<222> (1)..(66) 
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<220> 

<221> V_region 
<222> ( 6 7).. (356) 



<400> 23 

atg gac atg agg gtc cct get cag etc ctg ggg etc ctg ctg etc tgg 48 
Met Asp Met Arg Val Pro Ala Gin Leu Leu Gly Leu Leu Leu Leu Trp 
15 10 15 

etc tea ggt gee aga tgt gac ate cag atg acc cag tct cca tec tec 96 
Leu Ser Gly Ala Arg Cys Asp lie Gin Met Thr Gin Ser Pro Ser Ser 

20 25 30 



ctg tct gca tct gta gga gac aga gtc acc ate act tgc egg gca agt 144 

Leu Ser Ala Ser Val Gly Asp Arg Val Thr He Thr Cys Arg Ala Ser 

35 40 45 

cag age att age age tat tta aat tgg tat cag cag aaa cca ggg aaa 192 

Gin Ser lie Ser Ser Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Gly Lys 

50 55 60 



gee cct aag etc ctg att tat get gca tec agt ttg caa agt ggg tec 240 
Ala Pro Lys Leu Leu lie Tyr Ala Ala Ser Ser Leu Gin Ser Gly Ser 
65 70 75 80 

cat caa ggt tea gtg gca gtg gat tat gcg aca gat ttc cat ttc tea 288 
His Gin Gly Ser Val Ala Val Asp Tyr Ala Thr Asp Phe His Phe Ser 
85 90 95 
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cca tea gca gtt tgc cac ctg acg att ttg caa ctt act act gtc cac 336 
Pro Ser Ala Val Cys His Leu Thr He Leu Gin Leu Thr Thr Val His 

toe 1S5 HO 

aga gtt aca gta tec cat tea ctt teg gec ctg ggg ace aaa gtg gat 384 
Arg Val Thr Val Ser His Ser Leu Ser Ala Leu Gly Thr Lys Val Asp 
115 120 125 

age aaa cga act gtg get gca cca tct 411 
Ser Lys Arg Thr Val Ala Ala Pro Ser 

130 135 



<210> 24 
<211> 137 
<212> PRT 

<213> Homo sapiens 
<400> 24 

Met Asp Met Arg Val Pro Ala Gin Leu Leu Gly Leu Leu Leu Leu Trp 
15 10 15 

Leu Ser Gly Ala Arg Cys Asp He Gin Met Thr Gin Ser Pro Ser Ser 

20 25 30 

Leu Ser Ala Ser Val Gly Asp Arg Val Thr lie Thr Cys Arg Ala Ser 
35 40 45 
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Gin Ser lie Ser Ser Tyr Leu Asn Trp Tyr Gin Gin Lys Pro Gly Lys 
50 55 60 



Ala Pro Lys Leu Leu He Tyr Ala Ala Ser Set Leu Gin S e r Gly Se r 



65 



70 



75 



80 



His Gin Gly Ser Val Ala Val Asp Tyr Ala Thr Asp Phe His Phe Ser 

85 90 95 

Pro Ser Ala Val Cys His Leu Thr lie Leu Gin Leu Thr Thr Val His 
100 105 110 

Arg Val Thr Val Ser His Ser Leu Ser Ala Leu Gly Thr Lys Val Asp 
115 120 125 



Ser Lys Arg Thr Val Ala Ala Pro Ser 

130 135 



<210> 25 
<211> 27 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized adaptor sequence 

<220> 
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<221> msc_difference 
<222> (1)..(27) 

<40 0> 25 



ccatcctaat acgactcact atagggc 27 



<210> 26 
<211> 25 
# <212> DNA 

<213> Artificial Sequence 

<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<220> 

<221> primer_bind 
^ <222> (1)..(25) 

<400> 26 

ccagggccgc tgtgctctcg gaggt 25 



<210> 27 
<211> 23 
<212> DNA 

<213> Artificial Sequence 
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<220> 

<223> Description of Artificial Sequence: Artificially 
synthesized primer sequence 



<220> 

<221> primer_bind 
<222> (1)..(23) 



<400> 27 

gggggtcagg ctggaactga gga 
[0 2 2 4] 

®J#J## : 3 

i&omm : AXSE#IIC^T©82^ : AXlftfC-Sj&Lfc-^-f v-BB#I, 
SB^JS^ : 2 1 

@B^J## : 2 5 

ffiCD«#: AXB2#HCoV^©f3^ : AXfl^C^J* b£T -f2#I 
SB#I## : 2 6 

i&Offim : AX@B^JlCoVAT©fH« : AXf^C^ Lfc:/^ ^-gE^J 
: 2 7 

ffi<Z>ff# : AXfB#HCoV*Ttf>iB« : AX^lC^L/^^^-T V-SB#J 



23 



[0 2 2 5] 

[si] 

t h C T G F * f=. \t V* ^ C T G F £ W?Llfr^ IC&g; U T USS L fc#«tf> 
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[H2] 
[S3] 

t K v?x&tf^>y h<m*i^ri©CTGFic;k£js;ft£;tt-5 ; E>> *n — t- 

TGF, h C T G F ©SDSjK U7^U^7 

• [04] 

t k Y-^^^f hm^n©cTGFic*>s/£ft£;£'rs : e>' ?n--t- 

TGF, iffimx.Vi7XCTGF^t5mgl^.^^ hCTGF®, 9yhW»ft*» 
«Htt«WJ!S*5iHE3itSe©3iil©*g#i:bT© C 3 H] $V><Dfflmft^<D 
[0 5] 

G F JCfcttSELISATfUlfc L, fc^E J V U—f-)Vffifa<D9 U - Sra**". 
[0 6] 

*e y # n --^^^©v^x C T G f iztt^-2>fcJ&&*tt-t^. 

mMlZttft(DJxfe&a>i%Ut: fc5£#3fcl£ few U tittt v ^ X c 
T G F IZ is W" 5 ELI SA*C$Ufc b *E J V U - * D - > * & . 

[07] 
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— b: NCTGFfcE hMilh^VA^'x-^^ v> :ft^c&&bT^gggbfe# 
[09] 

TGFlCfcttSELISA^iiSIfcLfcfc: h ^ J V n —)~)im<fr<D 9 D - fc^, 

mi 0] 

fc:bCTGF&fc: htnl^M^h^^X^ai^^^v^^lC^^bTMiSb^^ 

TG FlCfcttSELISA-et^bfct: h ^ J V U —TybtfifoO)*? U - £^-f „ 
[011] 

^-;i/*t^s© * n - >i& Sr^-To 

[012] 

9? MfWfi3R»Jlt#IHlfi*NRK-49Fi:li hCTGF©tf C^tS. KhC 
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[013] 

mm^mm^m (%) &a*u mittWiLHgf^a-t^iw 

[014] 

tl hCTGF*fett"7^^CTGF&#8l||JLift*tC#&j$bTm8L/fc#a© 

iStt & a*"rK««©ife6#JB fc^l" 0. 

#0 (a) tt^R8««T?©lfefi«JBS:a%b, #0 (b) * n— *\n/#t# 

B35.1T*©f^T*©$£&#ffil£i*U #0 (c) tt=E; ^D-^-;i/m^B29.6T'© 
ttg*T?<Z>SSfi:RJK«:^U #0 (d) «=ey ^D— ^^/mftl3-51-2-e©8*»"e 
©Sfefettffi&a^U #0 (e) tt^y ^n-^m#A4.3-C©tt«-e©Sfefe«J» 

#0 (f) tt^y ^n-^fit#C114.4T?<Z)8<»Tf©lft^«IS:wl>. 
#0 (g) IttS ^n-^-^#Aii.i*e©»«k*e(Z)ifefe^«l&^L, #0 (h 
) tt^y ^n-^fii«tA29.6-e©«»T?©igfi«l»€:^U £fc#0 ( i ) 

[01 5] 

^ n - ;u ffi # © * n - y 2, £ m ~? . 

[016] 

hCTGF©#ff*JCJ:*9y h W^*5fe«H^«^NRK-49F©«fflJ^it5g{C 
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aits**** i i_^nr>QKc/^ 



#¥1 0 — 3 5 6 1 8 



l 7] 

[01 8] 

[019] 

? n-^;i/^ft:8-64-6& 8-86-2 £MV^i?-> y^ELISAlC J: y^* 

^0 O 

[020] 

? n--^;i/^13-51-2^.^8-86-2§:«VNfe-^> K-f ^/^ELISAlCi: *J^A 
Lfc^t: hCTGF, giY^XCTGFM^^^ hCTGFC^IUS: 

8tttt&3fe»K«:a*U *«li*?CTGF0iSfe^t. 

[02 1] 

* D-^;i/mft8-64-6& #8-86-2 fe^V^^ F>f y^ELISAlCj; UJt* 
Lfeffl»K*SA#©#»llll»*#*JC**tiSCTGF«a!S:^-rH. 
ttftttt£fttt (CTGF^I) &a*U «tttt8**0fe*#»©a»S:w-r- 

&i# (i) &&i$ffifLi*iEn&B&<D&fcT*2bv. m2m cm 
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««tt€*H (CTGF^i) ««tt«*bfclft#S:ai3lL/feJ6#«« 
[023] 

=ZJ 2 □-^-;i/^^8-64-6^LyT8-86-2$:Mv>^:-^> y ^ELISAIC J; »; 

(CTGFM) &a*U **ttl**Lfe|ft#S:«5(LfcJft#3^ 
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